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RtfJUWtfFC**, ) N, N-^W*fT5K, N-^Vfcfni; 

/U3-^«*iniL*:«^»«t+-C, 1,1' (V7xi^7^) 7 

x n -t > f offi^ tS^-? 7 y 7 A (II) ^5^7^»j|i:t*^fi 
S#*ET\ -*Mfc*t*tKJ£-r* (ID (III 

) r-Tj^fr&lfc^ (cct% R**r^3^r'>*;v^-^*"e**o ) Sr^t" 



ffi!E# 2003-3097974 



Ag2 0 0 2 -3 1 3 5 8 8 ^ ^-v : 53/ 



[0 15 9] 

±IB5S: (ID **v>tt (III) -CTP^tLSft-fr* (^^T% R#fc 
Kn^y*;^-^it*^^o ) t±, MJ&1-&JhfB:£ (I I) ab&v>tt (III 
) -e7&ztiz>ik&® RA*7n/3*'>*;^-^*t?*4 0 ) -r > 

SMb^HJ^A, 7fc®tfb# V zfc&'fby f-^ a^otK^?£ ^ ^ 

[0 16 0] 

ifc* ±ib^: (ii) 3b*v*»± (iii) t^sttMb^ (d--e. 

Kn^y^f^^o ) ttfc-fZ>±.W& (I I) *&v^± (I I I) T? 
^$tt^>>fb#% (cici-c, R^Kn^y*;^'^;Ht^^, ) oiSTU&f&K 
£ ^M^-t^tlSo fllxJ*, ±IB^ (II) (III) -e^s 

*t;Mb#4& (iCt, R^Kn^y^iV^iHT^^o ) Sr. r>7tKn 

^>Vh y TV— 1 -^;i/^3rv h V tin U vV A^^^n* 
^77 — b^FOM^J 0 TC-Mza-e 5 t>~ 1 «PMaE&$*fe^ r>7fcKD 
*?&y^*A#0$K»J *K JilBS* (ID (I 

I I) -C^SfrL&lb^ R^Fn^y^f;HT^^o ) 

[0 16 1] 



miiE#2 003-3097974 



>Mjm 2002-313588 A ^- >' '■ 54/ 



±fB5£ (ID **v^± (III) -c^SftMt-^ (££"C% R** (v7;v 

r^/^f^i-e^o ) ti, *tj&l-&±ffi5£ (i D **w± (i i i 

£ h^-ci&o -rfcfr*>. ±|B* (i i) *4v^± (i i i) -e^^tt^-fb^t; 
(;iT\ R# s (y'7)^;v) T ^ / ^ f-;vSt$)^o ) ti\ fot Kn^v^ 

±ia* (ID **v>t± (III) T?^S*L*fc'fr« 
Kn7 7>, N, N-^f^*^75 K> s*x*->wc—f/K ftgfej.^-^ 
„ Jfrfb* ^>^^*~^tRJSi-&^i:^«t >K ±IB* (II) &&Wi (I I 

£v>(± (III) •C3F$*L-Mb£Jto (ddT% R^^>x;^-;vt^y^f 
;vSt*S 0 ) «\ ^nn*^A, mt^^^>. f f9tKD75>, N, N 

v>\ ^;i/*'J> N N-^f;Hi^7y> N yxf^7 5>f^7W7 5 

BUB £ *k ±fB* (ID (iii) -c^stiJMb^ 

T-§^o &%<&;£8rcw\ ±IB* (i i) &&v>ti (i i i) -e^$*L&4b-£W 



tBIE# 2003-3097974 



;j^g 2002-313588 



^-->*: 55/ 



wlx.*^ ml «u as* 4-b>wj-v^^*>»» 

5 >f©5?7 A'^/i'T 5 v kRJS$*& C i: i: i JtlB^ (II) ( 
ill) •c^3*t&ft'&* (c^-c% Rtf* (vr;v^;v) 7 

[0 16 2] 

Jiia^: (ID (iii) ■c***t*ft*« (-^-e> r**t 

^^y^^it^Jo ) tt, WJ6i"*±B* (I I) **v»tt (I I I) * 
^stLift-fr* (---?> R^FD^^f^So ) o7;v^Mb(:± 
^^ut^tlSo fliitMr, -WE* (i i) (i i i) T ^^ tL 

;Mfc£^ (£-t\ R^Kn^y^f;viWo ) N, N-v^** 

^■^(OT^^Mb^JfcRJ^i"*^^^^ *k ±15^: (i i) **^»* (i i 

I) T'7j^$tt^'fb^ (--^\ R#7JV3^y^f^i^^o ) ^^-T^> 
[0 16 3] 

tfc, ±ib^: (i i) **v»ti (i i i) -e^sttaft^ (---e, R^2 
-[ (vr;v^;v) 7?>»]xf)i/i-e*&o ) te> atifrt (n) 

(III) -e^Sft&fl:^ (iut, R**e-;v3fe"e**o »&J£iitfrifc 

^t-Ho ±ta^ (ii) **v»»± (iii) -c^stLa^** (- 



ffi|E# 2003-3097974 



2002-313588 ^ ^~ v '• 56/ 

Ztl&fiK Slit, 1 0 0t:~l 5 01C, LO±, 1 2 CCKTRJ&fcfi 1 ? - 

ttct^, ±ia^: (ii) h&wt (iii) -e^^tt^'ft^ (^cit% r*> ? 

& o 

[0 16 4] 



[0 16 5] 

S(VIII), (XII), (XIII), (XIV). (XXV) X^fl 
[0 16 6] 

JilT, (2-7;Vtn-3-3-K7x-JV) ^vfifcatx-^T^itfJiSB 
* (VIII), (XII), (XIII), (XIV), (XXV) T^StL 

[0 16 7] 

(2-7^tn-3-3-K7x-;i/) vI^^*7";Wi, TlTlR^2-7 
;v*n- l - a- K^>-fc?>t', h^fc Kn7 9^0i-f 

l^ont^VT^T- h $ l± v i 7ivi^ -r ;v =S: EJS £ *t X 1r 
[0 16 8] 

±IBS; (viii) ^$*L<Mfc^ii> TfSsS (xxvi) •emztL&v* 



tBSE# 2003-3097974 



9 



2002-313588 A *• 5? / 



n ; Bi. B2. • • • ^ B n _i> RXfB n ; B' i. B' 2 
, . . . . B' n _i, RVB* n ; <Sm*^«>> <«mS^)8l>. <fi 

«9^1"^»-i:^-ei^o ) ^f»^t^-^ s fl5o 1"&:b*>> (X 
XVI) T^$fr&i>'*-;Hfc<7)— ^<D7j<:^*lc#ffiS^SAU. TffisS (XX 
VI I) T^StlMb^ (ZZ.X\ n ; Bi, B2. . . • ^ B n _i> W 
B n ; B' i, B' 2 B' n _i, RVB' n ; <t^«>, < 

[0 16 9] 

Hb6 l] 

B'n-1 B' n .i 



(XXVI) (XXVII) 

±ifi^: (xii) x-Tfmfc&T^yTfr^-frm^fci*. -fim&tLxx^i- 

KX. ^^ni^^l^c &&W±, ±ffi:& (X I I) ^^^7^/7 

)vu~-)vmm*te, ±Miz (viii) x^zfc&it&wommwz, v**- 

[0 17 0] 

±iS5*; (xiii) -e^s^n vfj>mmm*. -fiMOT^TK vttzit 



ffilE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ ^- v : 58/ 

*&v>t±±|B3S: (xxvi I) x~7FZii2>K&W<V7i<M&Z, =Mi\M 

[0 17 1] 

±15^: (XIV) T^^til. t Ka^ry^T ^ »t^rvA$: 
10 17 2] 

±I55£ (XXV) X«^*L&V^uYyikT)V*)vmmte*tzl*V*)V*Z'WL 

z-x7-)m&m*, u-cx^nrife-e**^ tfcti. -tiaa; (xxvi 

[0 17 3] 

JTF> ±ffflR3i*fe^ i «9 IS^ *ifc$r&* J V ^SNM^^M ? V > D 
2-Cdk4ffifim f^^'J>D2-Cdk 6 ^ 5 -^n^e- 

2 ' - 7* it ^i/^'JV^ (5-Bromo-2' -deoxyur idine : 

B r dU) JDll)&*ffl«f^ffl*^"to 

C d k 4 Bflgffefli 
(1) t^^r/D2-Cdk4« 

If, C d k 4 £ J: tf^OfiHfrftH^'f ?T/D2 *ii<?ti<0 cDNA^* 




ffiSE# 2003-3097974 



2002-313588 ^ 59/ 



o W^MIISf 9K*^S^T^*U>D2-Cdk4f^t^t 

-tflLf: [$> • ' (EMBO J. ) , *15« 

, 7060-7069 M> (1 9 9 6#)]o 
(2) t^^'J>D2-Cdk4 <£>M1»5c 

t^f^'J>D2-Cd k 4 OfStt«!l5fe^v*-C, ifliRB^W^f©75 
7 7 5f^f> 7 8 7#lCffi^i-^>^^ > 7 0 ^K (A r g-P r o-P r o- 
Thr-Leu-Ser-Pro-I 1 e-Pro-Hi s-I 1 e-Pro- 
Arg) [S?-x^#.^^-t^ ( EMBO J. ) , Il5t, 

7 0 6 0-7 0 6 9l> (1 9 9 6^) ] o 
[0 17 4] 

KlB-mtnmo^ [t^3^-> (Oncogene) , §7^ 1067 

- 1 0 7 41, (1 9 9 2 30 1 gRfc^bTffofco Rl£«ai*i2 1 . 1// 
1 T% RjS/< 777- (R;<7 7 7-) <D«(i 2 0mMbn -MIX y 7 t 

- (pH7. 4) /10mMffi^m , 7A/4. 5 mM 2 - ^ ^ b 
;-;V/lmMxfV>^'J3-;V^ (jS-T^iW-f^) -N, N 

N' , N' -7b77-fcf7^7'>-;K (EGTA) f iCiliL/:t^ 
^'J^D2-Cdk4tlOO ^MOif^/f Kfc 5 0 M<7)#Ngf&TTV 5/ 
>HU (ATP) fcjtf 1 C i O [ 7 -3 3 P] StRATP (2 0 0 0- 
4 0 0 0Ci/mmole) Sr*iDLT, 3 0^4 5^^^ 
,10// 1 CO 3 5 OmM 1 ; y r -*W£ft&&mLXRJ&&&}k2itti 

o K*P 8 1^— ^—"7 4 fr? — 9 6 ^x/i/'/V- h £i8fclF$-£rt:1& 

, 7 5mM'J >WL'*y7T--C&Mffc&L, ^0]ftlt«14«:^'>>^>-'> 3 
>#*>*--CW3£Lfco [ 7 -33P] ^ftATP{i^-^mp a n : f±^'bSX 

[0 17 5] 

0^1. 1 // \m*-tzi><D*ttmt Ltz 0 
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[0 17 6] 

4tm<D*M9V >D 2-C d k 4flHt^i"* I C 50 1fi^^^o -€-0*S*«:T 
[0 17 7] 



1*1] 





C KO (nM) 


m i 


3. 6 


T41 • 


2. 5 




4. 3 


rei 


2. 9 


T71 


3. 5 


rsi 


6. 1 




11 


noi 


6. 3 


nil 


12 


M2l 


1 1 


ri4i 


2. 2 


T201 


1. 6 


T231 


2. 1 


r25i 


8. 2 


T281 


16 


ran 


6. 4 


T321 


9. O 


T341 


1 ^ 


T351 


12 


r36i 


34 


T371 


17 


T381 


12 


T391 


6. 9 


[45] . 


14 


T461 


3. 1 


T48] 


3. 6 


T511 


6. 1 


T541 


8. 5 


T551 


7. 9 


T56] 


9. 2 


T65] 


6. 9 


T711 


13 



[0 17 8] 



tBIE# 2003-3097 



12 0 0 2-3 1 3 5 8 8 A • 61/ 



r. d k fiBH^ffl 

(1) t^^T/D2-Cdk6<Oil 

tOV>D2-Cdk4 fcPMfcK, Cdk 6 RW^Stt'ffcH^^ * V > 

>D 2 -C d k 6©14«^#fc Ltra^^io ^OjWffe*1irJRtT1ir«KbL 
f*^:, HPLC*5A^nvh^97^--e*|fiU«, 

(2) tO'J>D2-Cdk6 OfS1&«!l5£ 

t^f^'J>D2-Cdk6 OfiH£»l5£fc*5V»T, 36»t±^^^f- K (A r g 
-Pro-Pro-Thr-Leu-Ser-Pro-I 1 e-Pro-Hi s 
-lie-Pro -A r g) *ffii/>fc 0 
[0 17 9] 

Km±lk)\m<7>-%& [*>3->*-> (Oncogene) , f£7^ 1067 
- 1 0 7 41, (1 9 9 2^) ] Sr-«3fcSeLT^o^o RJS«t*tt2 1. 1// 
1 -C\ R/^y 7r-l*ffl»L3t-9->f ^'J>D2-Cdk6tlO 0 /*M<«S^ 
•/f-Kfc 5 0 fiM<DmmATP%.Vn. 5/uC i<V [ y - 3 3 P] Hf&ATP 

(2000-4000Ci /mmo 1 e) %mnLX 3 0*0^4 0^WRI&$* 
fc 0 -e^tii> IOjk 1<D3 5 OmM'J 7 t -*Klfc?fcKffi}}tiLXfcJ&* 

#lk£-£/t 0 36S^^f-K*P 8 l^-^-^M 9 6 ")x;^l/- 1> 

m2-£tz&, 7 5mM , J>^777-ti^U -e-^StttfSttSri&ffcv >^ 1" 

[0 18 0] 

wnu -e*t«ri. i ^ i fln^a-^-cffofco rj£^dmso£ i. 1^1 

[0 18 1] 



tiilE# 2003-3097974 



Q)M2 0 0 2 - 3 1 3 5 8 8 ^ ^-v : 62/ 



U CO^fc#*O-t>f^ , ;>D2-Cdk6fl&tt^*t^"*IC50ffi**«>/io * 
[0 18 2] 

[^2] 





IC 5Q (nM) 


nil 


24 


T511 


23 



[0 18 3] 
[0 18 4] 

J5l±i 0 , ^W^Zik^l^ Sfi^C d k 4 S.tT/XttC d k 6 jflWiStt 
m*-^?>. Cdk4&OV'XtiCdk6lfi«J^LT, «p£, Cdk 



S-^p.^- 2' -ft»'>^')y/ (S-Br nmo-2' -cleoxvur 
j H i n £ : B L-d-LD B^1^B*ffeffl 

mm*nmmwmmm<Dsn^vNAm.m*&z%\<^ g 2aa*«-cM»n? 

[y^, . ^ 7 . /( A ; n y * ;v • ^ V 7 X (J . I mm u n o 1 . Met 

hods),f82t, 1 6 9- 1 7 91, (1 9 8 5*0 \ 
. xf a 7 n v# )\/ - * V *y X (J . I mm unol. Methods) > HI 0 
6%, 9 5- 1 0 01, (1 9 8 8^) ;tO^'J- (Cytometry 
) , |14i, 6 4 0-6 4 81, (1 9 9 3*) ] • *£TN *«Hfc«*fl: 



ttiiE^ 2003-3097974 



0 2002-313588 A ^~ ^ 63/ 



(i) mi&®m<o-%m 

t h»ifii»H c t 1 1 6 ti i o % * *st&}&m.tfimayn''< ? a 

- Sr«Bll&%*fflJ&ift t LTfflv^ 3 7 5 % C 0 2 ^^ET> ^DtK 
( 2 ) BrdU^iJ &*fi#flUi§OiH5£ 

HCT1 1 6 £2. 5x 1 0 3ffl^tr«l!&^*ffl*&tfl 1 00^ l1*o£9 
Sft^fcODMS Ov§»>«b DM S O hz X ZlffiOfm Ltz 0 ^^t^Of 

m&n&&w*<k^f&6fox#mm t lx dms oo^mmmmm^mz 1 % 

DMS OO^^iJPL^IMtM*^ 1 0 0 // 1 -fo^Jnt 1 2B#r^*t 

o 

[0 18 5] 

B r d UM *) ihfrVfcMlt, Cell Proliferation ELI 
SA, BrdU (cherai luminescence) (Ova • f 4 7 7 J 

L/i«tc 1 0 xmm<DB r d U#Mi#HI£ 2 0 // 1 T o»t 3 7ttlH 
^A-;v^||ll^0^it«:^l^o >fct~F ixDena t^Sr^Dx-TM 

a-? 3 ofrm-t >*2.s<- h-r&ztX'fflm<DmfetDNAm&*?f'=>fco f 

i xD e n a t«F$fc*lfe*fk ^***;>^-'tf*IWftB r d UtfC^Srflnx.^. 
[0 18 6] 

fcft^li [11], [12], [39] 
, [5 1] [7 1] &3^U itt&Oft^OB r dU^^^^tl" 

[0 18 7] 
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^-■^I 64/ 



[*3] 





IC 5Q (nM) 


mi 


16 _J 


ri2i 


9. 7 


f39l 


9. 4 


T511 


23 


T711 


75 



[0 18 8] 



#^&*ffl#Xtt#*9flJ *3&n MEN ft*L ^BUfcRtfi**© 

^n-;v, 7F^IIMI> fiM&sM^fcfc'; « 

WJ i#£#J> **fflU tt**U **** * lim - * 

mu v&m. wm. *gm* »ftau m 

[0 18 9] 

tffc hOif^^Wfjti^o t hOlf#A/fc LTti. ^Jx.ti\ fig*'*/* 

wmw*^ itst**^ /j^jfflfla*^. 0N>«fflfla*^, swa,, 

A/, JJI<7>? -JUl^A^ Jf**^ ift»**A^ HUHr**//> IP***^ ^ 

ji&as/u ^m^A;, *£ • m*a*A,> b^a^ itfc£« s A,> 

b§>» ? a,. i&jBtfcFA,, >>^mx^ m&m&m, # 
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12 0 0 2-3 1 3 5 8 8 A ^- v>~ *. 65/ 



[0 19 0] 

fcttfc VXi>i$.m-tZ> i^^iSo H^Ift^ffF#Ld StO*M«tL 
[0 19 1] 

[0 19 2] 

7s x ;v & f £W & £ £ tf*-c § & 0 £ tt <£>xx x ;w±58lfli# frtf* v*£Hn£ 
ic^o ti^f Mb LT 34311- & i t ^ § £ o 
[0 19 3] 

«r*»rt^ a^-tMW, tfeaK wk*u *sw«>«n*K fli*. 

[0 19 4] 

id-e, mi^omm^ nm^®.^ *<nt**m. uf^^m, mmxn 
tony, 'hn. y&nw&m. ; witf^fry vm^^i^m ; m*.\t* 



ttliiE#2 003-3097974 



1^1^2 0 0 2 - 3 1 3 5 8 8 ^ 66/ 

[0 19 5] 

-10 0 MS%> ftl<ii5-100 m*%s $ t> fc*f * l> < *± 5 ~ 8 5 fi* 
96. L<{±5~3 0li%©W^tr^^^o 

[0 19 6] 

[0 19 7] 
[0 19 8] 

0 . 1-1 om»%> #F£ L < li 1 -5ii%«i^tf-^^^o 
[0 19 9] 

ePS4-OJK»»Xii'>oy^S#<0«GIW»±, 0. 5~10li%, 

* l < i± i - 5 m»% (v^mj&frz^ts - t ^ £ & o 

[0 2 0 0] 

p&Jj-coi^ 1 0£v>L5 0 Omg. ^ Klil 0^12 0 0mg> 
PiSt^ #* L < lHiHO^tlOOmg>0fL 



tfciE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A ^~ * J : 67/ 



[0 2 0 1] 

immrn] 

-3 2 K&^X, 5£[A- 1]&V>L[A- 3 2]X^Zft2>ik&%!)<DWkT&&*7jiL 
[0 2 0 2] 

^ife#J£J:^##W^t?n^ F^77^-ii, •/V-hiiLTS i 1 i c 
a g e 1 60 F 2 54 (Me r c k) 4&ffij££ LTU Vf£ffif££fflv^ 0 * 7 
Affiy'^^fcltli:, W a k o g e 1 ™C - 3 0 0 Xit C - 2 0 0 
m) Z(±NH (FUJI SILYSIA CHEMICAL) £ffiv^ e MS 
h/Wi, JMS-SX102A (B*m^ (J EOL) ) XiiQUATT 
r 0 I I (v^^nvx) ^fflv^Tvlteb^o NMRX^MWi. Ev^f^ 

Gemini-200 (200 MH z;Varian) , Gemini-3 
00 (300MHz;Varian), ttziiVXR-3 0 0 (3 0 0 MHz ; 
V a r i an) M*s<? h n - * £fflv>T$J5t U &dtiL& p pmtj^Lfco 

[0 2 0 3] 

s : h 

d : y-rxsv h 

d d : y-f)v *r~r\<v \ 

t : b U ri/y h 

d t : b y -7°v ? h 



tblE# 2003-3097974 



2002-313588 

q : 9 r )^t~ y y 

b r : rn-K 

j : *yfv>rjm. 

H z : 

DMS O - d6 : 1^^ f v K 

TBS : t-yf;vyVf;vy'JjH 
Ms : ^ * 

B z : ^>vM;v^ 

TBDPS*. t-7W7i^'>V^i 
A 1 1 o c I r^)V^^-yiJ)V^=.)V& 

Ac : 

DMTrt : 4, 4' -^^f^vb'if^i 

b o c : t -r h^*^-^ 
sem: 2- (b'j^f^v'J^) 
B n : s<>z?)vm 

MOM : p< h^rv'^^ 
Me*.;* 

E t : .x^-;v^ 

TIB^t i ] : 

[0 2 0 4] 




^-v* : 68/ 
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£p 2 0 0 2 - 3 1 3 5 8 8 ^ ^- v : 69/ 



Hfc 6 2] 




[0 2 0 5] 

(l) 

[0 2 0 6] 



Hfc6 3] 
C0 2 H 




SEM 



[0 2 0 7] 

02/02550 -5§v*> 7W?b O^Jfeflfl 110-2) L 
T^J&L/cTfa^f >>^*t-M£9 . 9 0g (17. 2mmol) : 
[0 2 0 8] 

nt6 4] 




SEM 



[0 2 0 9] 

S.^>v;V^;V*7 p ^>2. 6 3mL (2 2. 4 mm o 1 ) if >ntKn7 
7>10 0mLi:i^U SSCt'Jf -)AA^t^f;Vyy7v KiilU; 
1M-7 h^fc Kn77>^!2 2. 4mL»rti^o HffiK-CRJfciSfc 

lOOmL^Px., 6 0t:i:i:ait^l5 0^FWU:o ClORJ&ifc* OT; 



tBBE# 2003-3097974 



2 0 0 2 -3 1 3 5 8 8 ^ ^ - v : 70/ 



(2) 

[0 2 10] 
[4fc6 5] 




[0 2 11] 

-Lffi (1) -^%hfitziJ ;i^>^ffcl OOmg ( 1 5 1 m o 1 ) ©^nn* 
Wi$lmLC> h 'Jxf;V7 5 > 7 9 // L (5 6 1 //mo 1) $.0*5 -TS 
;_ 1 _^>^;-;i / 2 9mg (281yumol) £Jnx.fco 

47mg (2 8 1 yumo 1 ) <D^nn^A?|Il raL^iTU ^-®.{CT3 0 



(3) 

[0 2 12] 
Mb 6 6] 




±15 (2) -eWbtitzT* K#10 2mg ( 1 3 6 // m o 1 ) £^nu*;VA 
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^-v: 71/ 



2mLl«U 0*CK?friPLfc&. ($>8 0%) 2 3m 

g (13 6/imol) ijnitfeo raa^TRje**lB*WI»^U^ b'^f 
;VT 5V1 1 4 // L (8 1 6 //mo 1) V * nnfm&TK* 9 9 /* L (5 

4 4/imol) fciJDx-fco 2fe£. iO^I*liai:#SL^ 3 0#W«#Lfc 
^^/-^4mL^Dx.^o lB#FSJnf&M^L*:^ RJfc&ifcfcMi&fc *> ^ 

(4) 

[0 2 13] 
[ft6 7] 



±IS (3) T*#f>tL^> V f 7 V*n 0 m g (12 2/tmo 1) * 

^nn*;VA2mLW^^-^lmLi:ill, 4N-^b**l, 4-v? 




SEM 



[0 2 14] 



(5) 



[0 2 15] 
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2002-313588 




^-vl 72/ 



[ft 6 8] 




[0 2 16] 

-LIB (4) ti|f>tLf:7xy-^10mg (19//mol) ^rf9tKn 
7 7 1 m L £ h 'J "7 x-;v*X7 015mg (57/tmo 1) SlTT V 

5> * fl/^>R^xf^o 40%h )Vx.>m%L 2 5 p L 1ST 3 0 ftf$%k 

±SB3*ffc# 1 0 m g fcltfe®-* fc LTUfc. 
(6) 

[0 2 17] 
Mb 6 9] 



£inx.-c. wwt^ea#*^u sfiMb^t/[i] 6. 3mgmi»t 

[0 2 18] 

iH-NMR (DMSO-d 6 ) * : 1. 80-2. 40 (6 H, m), 3. 79 
-3. 90 (2H, m) , 4. 15-4. 30 (2H, m) , 6. 81-6. 9 
7 (2H, m) , 7. 4 0- 7. 6 2 (2 H, m) , 7. 99 (1H, d, J = 




±ffi (5) X~nbftfzmmZ4N-1M.4kfcmi, 4-yt^t«2mL 



ffilE# 2003-3097974 



f.2 0 0 2-3 1 3 5 8 8 



: 73/ 



7. 7Hz) , 9. 27 (1H, d, J=7. 7Hz), 12. 8 (1H, br 
s) . 

ma s s : 3 8 0 (M+ 1 ) + 



TIB*[2] : 

[0 2 19] 



[0 2 2 0] 
[0 2 2 1] 

SdfcWl — (1) "CWhfltz^)V^>m^l 0 Omg (15 4/umol) fcj 
. Med. Chem. , 2 5 (8) 9 6 4 (1 9 8 2) £##KL 
t^SL/:5-7 5y - 1 -^t/-^5-t5#*?), HJ&flfl 1 <7)-fife\zm 
Dt, 7-t5fltW§Wft^»[2] 2 0mg^Wiat||/;o 

[0 2 2 2] 

±fB^[2]^£*LMfc^<7>*^ h;i/T*-^ *J^T^^i- 0 
1H-NMR (DMSO-d6) * : 1. 24 (3H, d, J = 6. 6Hz) , 1 
. 7 0-2. 0 5 (3 H, m) , 2. 2 0-2. 6 5 (3 H, m) , 4. 05- 
4. 65 (3H, m) , 6. 9 5- 6. 9 8 (2 H, m) , 7 . 5 1 (1H, t 
, J=8. 2Hz), 7. 61 (1H, t, J = 7. 7Hz), 8. 02 (1H 
, d, J = 7. 7Hz) , 9. 42 (1H, d, J=8. 0Hz), 12. 8 ( 



[it 7 0] 



Me 




H 



ffitiE# 2003-3097974 



12002-3 13588 




^-y. 74/ 



1 H, s) . 

ma s s : 3 9 4 (M+ 1) + 



mmm3 

TSB5£[3] : 

[0 2 2 3] 
Mb 7 1] 



[0 2 2 4] 

(1) 

[0 2 2 5] 
Hfc 7 2] 



^Jfetfll- (2) ~ (3) Iffi^Jl- (1) •eft&tifc*** 

>BW*1. 08g (1. 46mmol) t2-7^x^/-^ _hlS^> 
VM Vf 77n >#:4 8 0 m g SrStfeHfl^ £ LT#^o 




H 



OH 




SEM 



(2) 



[0 2 2 6] 



dti|iE# 2003-3097974 



m 



m 2002-313588 




75/ 



[4fc7 3] 




N- 



>TBS 




a. ./^ 



OSEM 



SEM 

[0 2 2 7] 

±13 (1) X^hittz^yV-i yf7VD>#3 Omg (4 8 //mo 1)0^ 
no^;l/AiIlmL^ b U 7 "7 A y 3 8 m g (98^mo 1) , 

^iV*>T^K#[A-3-l]3 8mg (101/jmol) W7V^*^^>' 
R^if^W 4 0 % b ;V.x>i#?£4 3/uL ( 9 8 a* m o 1 ) £2fllx.> 1^ 4 B# 

(3) 

[0 2 2 8] 
[ft 7 4] 



[0 2 2 9] 

nmmi- (4) ~ (5) <D*m~mr,. ±.m (2) -c#*>*i,*:^>vm 

T^/n>#:2 9mg (30^mol)H, ±IBf*ffr*l lmgmifftt 




SEM 



(4) 



ffi!iE# 2003-3097974 



2002-313588 A 76/ 




O N 
SEM 

[0 2 3 1] 

_b|B (3) -Z&htltzmtfcl lmg (15//mo 1) ON, N-v^^* 
T ^ VmWL lmLi:, ft7x/-JH9/<L ( 1 8 ^ m o 1 ) $.£Mit^ 
f'J^A6mg (55/zmol) giBT? 1 5 BfFitm^ Ltz Q WbtitzR 



(5) 

[0 2 3 2] 
[lt7 6] 




[0 2 3 3] 

§!d&#Jl- (6) O^tcmi:, -hlB (4) -C#f>tLfcT 5 >#3mg (5. 
7^mol) tf><b> gfiMb^[3] 2m g mS»at||/;o 

[0 2 3 4] 

iH-NMR (DMS0-d 6 ) 9 11. 41 (3H, d, J =6. 0Hz), 3 



ffiSE# 2003-3097974 



2002-313588 A ^" V : 77/ 



. 2 0-3. 9 0 (4H, m) , 4. 0 0-4. 2 0 (1 H, m) , 4. 35- 
4. 50 (1H, m) , 5. 05-5. 18 ( 1 H, m) , 7 . 00-7. 15 
(2H, m), 7. 52-7. 78 (2H, m), 8. 15 (1H, d, J = 7 
. 5Hz) , 9. 42 (1H, d, J=7. 7Hz) , 13. 0 (1H, s) . 
ma s s I 3 9 5 (M+ 1) +. 



[0 2 3 5] 
Ut7 7] 




[0 2 3 6] 
[0 2 3 7] 

^»J3- (1) "C# h fltz^ y VfT^/n >^ 1 5 m g (2 4^mol 
) hX^>7 5 K#[A- 3-2]19mg ( 5 1 m o 1 ) ^> ^Jfcfll 3 - 

(2) - (5) (Dum-mcr, saMb^[4] 2m g ms»tu# 



[0 2 3 8] 

1H-NMR (DMSO-d 6 ) * : 1. 41 (3H, d, J=6. 0Hz), 3 
. 2 0-3. 9 0 (4H, m) , 4. 0 0-4. 2 0 (1 H, m) , 4. 35- 
4. 50 (1H, m), 5. 05-5. 18 (1H, m), 7. 00-7. 15 



&fiE# 2003-3097974 



2002-313588 



^-v: 78/ 



(2H, m) , 7. 5 2-7. 7 8 (2H, m) , 8 . 1 5 (1H, d, J = 7 
. 5Hz) , 9. 42 (1H, d, J = 7. 7Hz) , 13. 0 ( 1 H, s) . 
ma s s : 3 9 5 (M+ 1 ) +. 



■mmm 5 

[0 2 3 9] 
[ft7 8] 




[0 2 4 0] 
[0 2 4 1] 

£*«3- (2) ~ (5) num-mc mmm 3 - (1) 

/fVfTVn>#15mg (24^mol) ^;wt>75 K#[A-3-3]l 
9mg (51/imol) BfiMfc£^[5] 2 m g «rJtfeEJ£«fc Lt#^ 



[0 2 4 2] 

±1B5£ [ 5 ] -e^ £ ti&ik&W) <n t. ^ ? h ;v t»- * * o 

iH-NMR (DMSO-d 6 ) $ I 1. 44 (3H, d, J = 6. 2Hz) , 3 
. 10-4. 55 (7H, m) , 7. 04-7. 13 (2H, m) , 7. 58- 
7. 77 (2H, m) , 8. 15 (1H, d, J = 7. 7Hz) , 8. 43 (1 
H, br s ), 9. 39 (1H, d, J = 7. 8Hz), 9. 98 (1H, 
b r s) , 1 3. 0 (1 H, s) . 
ma s s : 3 9 5 (M+ 1 ) +. 



ffifiE# 2003-3097974 



m 2002-3 1 3588 




i- 9 J : 79/ 



mrnme 

TIK16] : 



[0 2 4 3] 



[ft 7 9] 




)"'Me 
O 



[6] 



[0 2 4 4] 

(1) 

[0 2 4 5] 
[ft 8 0] 



[0 2 4 6] 

niMM3- (4) Ti#ibtL/iT< >#4mg (7. 6^mol ) (O * 9 J 
5 0 3 5 y 8 fx L fcirax-fc^ &ftffi#& 1 

Omg (75/^mol) t ^7/ h V Kn*>)it b y 9 A 9 . 4mg (15 
O^mo 1 ) ? y-fr'&WLS 0 0 fx LfciSTU ijaTlHH«J$Lfco R 




SEM 



(2) 



tBIiEijf 2003-3097974 




12 002-313588 



80/ 



[0 2 4 71 
Hfc8 1] 




[0 2 4 8] 

mmmi- (6) vu&Kmt, ±ib (d fHf>^;N-^f^4mg ( 

7. 4^mol ) ^<b, SWib^[6] 3mg%M&mftmtLXntz 0 
[0 2 4 9] 

±m&. [ 6 ] t?^ $ K&it&m <d*s<? Y)\<r-?*);x-r k^i- 0 

1H-NMR (DMSO-d 6 ) 5 11. 41 (3H, d, J = 6. 0Hz), 2 
. 37 (3H, s) , 2. 4 0-4. 3 0 (6H, m) , 4. 8 5 -4. 9 8 ( 
1H, m), 6. 90-7. 01 (2H, m), 7. 45-7. 61 (2H, m 
) , 8, 02 (1H, d, J = 7. 6Hz) , 9. 34 (1H, d, J = 8 . 1 
Hz) , 12. 7 (1H, br s). 
ma s s I 4 0 9 (M+ 1) +. 



HiM7 
TfB5*;[7] : 

[0 2 5 0] 
UtS 2] 




mSE# 2003-3097974 




3$m 2002-313588 




^-v: 81/ 



[0 2 5 11 
[0 2 5 2] 

miMW3- (1) t#5)ii^>V>f Vf ryn>#l 5mg (24/imol 
) t*)V*yT\ K#[A-3-4] 19mg (51^mol) frh, mMm 3 - 
(2) ~ (4) ^^»J6<7)^HriD, g6Mt;<£«7] 3mg^ffe@| 

[0 2 5 3] 

±1 fi^: [ 7 ] T?^ £ ti 2> <D * ^ * h ;v t*- 9 £ UT K o 
iH-NMR (DM SO - d6) * : 0. 90-1. 40 (3 H, m) , 2. 20 
-4. 40 (10H, m) , 6. 9 0- 7. 0 5 (2 H, m) , 7. 50-7. 
70 (2H, m) , 8. 00-8. 15 (1H, m) , 9. 37 (1H, d, J 
= 7. 9Hz) , 1 2. 8 (1 H, b r s) . 
m a s s : 4 0 9 (M+ 1 ) +. 



nmw8 

TfB5£[8] : 

[0 2 5 4] 
litS 3] 




[0 2 5 5] 
[0 2 5 6] 



2003-3097974 



if 



12002-3 13588 




82/ 



H*ft093-'(1) T-H^tL^^^^Vfryn^l 5mg (24/zmol 
) t^;Kt>75 K#[A-3-3] 1 9mg (51/^mo 1) ^t>, H»!J3- 
(2) ~ (4) ^HJ&^Je^&tCziC BKrffcfrW[8] 2mg^ffe|| 

[0 2 5 7] 

±|5^;[8]-e^$tL-2)'fb^%0^^^ F^7-^?:MT^to 
1H-NMR (DMSO-d6) a : 0. 9 0- 1. 4 0 (3 H, m) , 2. 20 
-4. 40 (10H, m) , 6. 9 0-7. 0 5 (2 H, m) , 7. 50-7. 
70 (2H, m) , 8. 00-8. 15 (1H, m) , 9. 37 (1H, d, J 
= 7. 9Hz) , 1 2. 8 (1 H, b r s) . 
ma s s ! 4 0 9 (M+ 1) +. 



TSB5*[9] : 

[0 2 5 8] 
lit 8 4] 



[0 2 5 9] 
[0 2 6 0] 

H»!l3- (1) ■vnhtltz'O^SJ VfTVn^l 5mg (24/tmol 
) fc.X/M^TS K#[A-3-5] 1 9mg (5 1 ^ m o 1) H»U3- 
(2) - (4) 6 (D^mm 16Mfc^[9] 2mg^ffe@f 




ffi§E# 2003-3097974 



2002-313588 A v I 83/ 



[0 2 6 1] 

iH-NMR (DMS0-d6) : 2. 30-4. 90 (11 H, m), 6. 8 
2-7. 18 (2H, m) , 7. 4 0-7. 8 0 (2 H, m) , 7. 95-8. 
20 (1 H, m) , 9. 38 (1 H, d, J = 7. 8 Hz) , 12. 7-13. 
1 (1H, m) . 
m a s s I 3 9 5 (M+ 1 ) + 



mm 1 0 

TIB^El 0] : 

[0 2 6 2] 
[itB 5] 




[0 2 6 3] 

(l) 

[0 2 6 4] 



ffi«E# 2003-3097974 



12 0 0 2-313588 



^-v; 84/ 



iitS 6] 



OEt 




TDD 

SEM 



OEt 



OS EM 



[0 2 6 5] 

nmmi- (2) ~ (3) ^m^mc, mmmi- (1) -?#*>*l*:#;wi? 

>-m^2. 00 g (3. OOmmol) tT ^ J h T )VTK K 

-b?-;V8 7 3 L (6. 0 2mmol) IfB^VVM Vf 7yn>^l 

. 9 4g*n&mmtit Lt»fc, 

(2) 

[0 2 6 6] 
Hfc8 7] 

O ^CHO 



[0 2 6 7] 

_tlB (1) -e#fb^^>VM Vf7Vn>#l . 94g (2. 8 2 mm o 1 
) Of h7^KD77>M6 0 0mLi:> tK 5 0 m L fciDx.*:^ 4N-M 
Tfcfjf 1, 4-v**^>?#&5 OmLfcJnx., iStl 5^WtW?tfco 




(3) 



[0 2 6 8] 



mfE# 2003-3097974 



2 002-313588 A ^-v : 85/ 



[ft 8 8] 




[0 2 6 9] 

±ffi (2) X%hfitzT -frT*. K#l 0 Omg ( 2 0 7 // m o 1 ) <^*^ 
-;vM5mLt:, 3 -fc Kn^ri/tfn'; y>^)7^^3 4 // L (4 14^m 
o 1) fciDitfc^ MM5 6mg (4 1 4/<mo 1) fcW h 'J Kn* 
pj^52mg (828/imol)^^ ?/-)^l2. 8mL^lT 

7b^7 7^-T*i|fSt, ±|Bv-fe^7^ Smg^ffeSfltlt^ 



(4) 

[0 2 7 0] 
Mb 8 9] 




H 

[0 2 7 1] 



mmmi- (5) ~ (6) oumzmz, ±ib (3) T^tLm^rr/ 

#95mg (171/tmol) 9*fe ^ fcX'tbh B fiMfc^t 1 0] 3 lm 



[0 2 7 2] 



tbSE# 2003-3097974 



,^pNM 2 0 0 2 - 3 1 3 5 8 8 ^ ^- v : 86/ 



lH-NMR (DMSO-d6) 8 1. 8 0-4. 0 0 (8H, m) , 4. 00 
-4. 40 (2H, m) , 5. 3 8- 5. 4 2 (1 H, m) , 6. 80-7. 3 
0 (2H, m) , 7. 4 0- 7. 8 0 (2 H, m) , 7. 95-8. 18 (1H 
, m) , 9. 2 4-9. 3 6 (1 H, m) , 12. 7 (1H, s) . 
m a s s : 4 0 7 (M+ 1 ) +. 



mmm 1 1 

TiB5£[l l] : 

[0 2 7 3] 

Mb 9 o] 




[1 1] 

[0 2 7 4] 



(1) 

[0 2 7 5] 
[it 9 1] 




[0 2 7 6] 

^•fx^f;vMA-2]5 15mg (2. 0 3 mm o 1 ) i7x-V>V7^ 
>MA-l] 6 4 3mg (2. 0 3mmol) Of^x>»i4mH:> »*0 



miE# 2003-3097974 



12 0 0 2 -3 1 3 5 8 8 A 877 



(2) 

[0 2 7 7] 
Mb 9 2] 



[0 2 7 8] 

-LIB (1 ) -e^«btL7^^y ^r-9- , J ;>#10 1mg (0. 20mmol) £i£ 
ft^-X-frlmUzmmV, N, N-^fWA7U*15. 5 ju L (0. 
2 Ommo 1) fcimiLfc^ RJ&?£*2 O^PQftl^jt% tfc 0 

lttk, w*xrri&«iAatjc-c«^c«icti>-u^o ^nawsrW^^^^^^^^K 

(3) 

[0 2 7 9] 
Ht9 3] 



[0 2 8 0] 

JhfS (2) T?&&*Ljfc?nn*/4MJ-y 3mg (0. 1 0 mm o 1 ) t 

^nn^Wf;Vx-fJV2 3/iL (0. 3 0 mm o 1 ) *tf7tFn77 





tfiliE# 2003-3097974 



12 00 2-3 13 58 8 A v I 



£ Kn 7 0. 2 0mL (0. 2 0 mm o 1 ) ^fSTL^o j*T»Tft, 

R&i£*2Ki&fc-C*fr3gU ^;-MmL^Dx.> TK^tV'J^AHmg 
(60%#J14, 0. 35mmol) £*9>o < «J2JDx.fco ^fcftfcSJfcifcfcgi&'C 



(4) 

[0 2 8 1] 
Mb 9 4] 




[0 2 8 2] 



±IS (3) -e#<btL3t^ h^rv^r/ ^-fr'J >4 5mg (lOO^mol) £ b 
;vx^3mL izmfr L> h V 7*-/H£-/l'*X 36//L (120/imol) Stf 
xh^^r* (t>'j7x-JV^X7^) /-t7^A (0) 16mg (2. 5/im 

o i) £inx.> 4B#p B ^n^5fLt7t 0 nbtifzm&WLzmi&KL, -t^w 

U _tffib*~>>M£3 0 m g *®M&mfcyot LtHfc, 
(5) 

[0 2 8 3] 



tflSE# 2003-30979 



0 , o R o o _ ^-v : 89/ 

2 0 0 2-313588 



Hfc9 5] 



OMOM 




Jrt(4> t»6WtK=*#>»»I (60,mol) «T*l-=l->** 
0 2 5 „mo 1 ) tiiJLfc. #e,«tfc»MW W 1««» U8 - 



(6) 

10 2 8 51 
Ht9 6] 




-CHO 
[0 2 8 61 



tfJ8E*#2 003-3097974 



12 0 0 2 -3 1 3 5 8 8 ^ ^- ^ : 90/ 



(7) 

[0 2 8 7] 
lit 9 7] 




[0 2 8 8] 

_Lffi (6) "£%b*itzT K#6 4 Omg (1. 5 9mmol) £;7nn 

'J-)A120mg (3. 18mmol) SriDX-fco #?»*LfcRj£#»*^T 1 

(8) 

[0 2 8 9] 
[it 9 8] 



C02Me 




[0 2 9 0] 

-LIB (7) "C#ibtL^^>v;VT;V3«-;v#:i l. 0g (27. 3mmol) 
> 6 OmLfcitft?*; i?=-t7& p - b;vxy7;l/*t- b 1 . 50g (5. 97 

mmoi) zimz.tzo nhtttz^mzmuizx 4mmm&L?z^ 



tBliE# 2003-3097974 



m 



m 2002-313588 



^-v: 91/ 



e^-;v^-r-;v#l 1. 1 g*fifel#iLtHfe. 
(9) 

[0 2 9 1] 
Ht9 9] 



[0 2 9 21 

±ffi (8) ~?&b*itzT h7t Kntf7-^x-f^3. OOg (6. 17 
mmol) *f h7tKD77>5 0mLt^^/-;V5 0mLi:i^U IN 

-Tkmit:^- h v «7 atK^ 5 o m l ^inx.> 3 o fi-mmw L£ 0 t# <b 
fl&^m^^^U lN-m tK, ^Wfo^m7X-ejn^i5fe?#-t^o t# 

ibtL^aS^^m-^^^v^^^^t, »JL£^ "MEE^ilLT> _LfB7J 
)Vtf>M&3 . 0 0 g LT#7Co 

(1 0) 

[0 2 9 3] 
Ufcl 0 0] 



[0 2 9 4] 

±15 (9) -e#^tL/c7j;V^>-m# 1 • 50g(3. 17mmol) 




NHAlloc 




mSE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ v I 92/ 



n^W^l6 0mL^ fc°'Jv>l. 5 4mL (19. Ommol) SriBx^ 
7K?TFm#L&^^ m<b2-^nn-l, 3-vVf ^^^/'J-^A 1. 
0 7 g (6. 3 5mmo 1 ) O^nn^MMl OmL^riTU Ifitl 5 
^m#L7to iO^^Cfc K^v^MA- 1 7]2. 59g (9. 5 

lmmo 1) (7)^DD*Jl'A^l2 0mL?:jDx., M^X" 5 B# ffl3f# L£ 0 

1 . 5 9 g Zmt^&WM £ Ltll^o 
(1 1) 

[0 2 9 5] 

Kb i o i ] 



[0 2 9 6] 

±ffl (10) -e#e>tt/i tK7vK# 1 . 5 9 g ( 2 . 1 8 mm o 1 ) <Dr 
YyM Kn7 7>it2 OmLl^ yxf;V7$ > 1. 13mL (10. 9mm 
o 1 ) 25.^^0. 4 1 1 mLSrjJDx., fc^T, T" f7^^ ( b 'J7x-H^ 
V) /^v^A (0) 252mg (0. 21 8 mm o 1) ZMz., 

km uc#i. io gzmm&mviyut Lxmzo 




(1 2) 



[0 2 9 7] 



ffiSE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ v I 93/ 



Mb i o 2 ] 




[0 2 9 8] 

±ie (1 1) JifclftA 1 locf6 2 8mg (974 ^mol ) ON 

, N-v^fWA75 Ki#f£5 OmLi:, N, N-^V^n^W 
r/ 5 0 9/^L (2. 92mmol) ZtiUz., 1 2 0 3 BtTO^ Lfco ^<£> 

>W) J >#2 5 1 m g LXW^o 
(13) 

[0 2 9 9] 
Kb 1 0 3 ] 



[0 3 0 0] 

±15 (12) Ttf*&*lfc3 -4 >y*SV J >fa2 50mg (4 8 9 ,umo 1 
) flD^nn^jl/AHlOmLi:, N, N-^y/De^xf^75>4 2.6 
fiL (2. 45mmol) fcinx., tJc?$T> *it* * >^^*-^l 1 3 ^ L ( 
1. 4 7mmol) £fln;i, 3 055-K«#L£ o #&Jftfc^#ifcK:**:inx., 





fcUaE# 2003-3097974 



2002-313588 ^ 94/ 

^N-^^tfD'JK>2. 5mLCi«IU (R) - 3 -fc Kn*->fcfn U v 
V2 50mg (2. 87mmol) fcflniU 7 0ttlf|^U 

1 7 6 m g *H&!MWto £ LT'&tZo 



(14) 

[0 3 0 1] 
frffcl 0 4] 




[0 3 0 2] 



±15 (13) -C#«b ttfcT 5 >#1 7 6mg (3 0 3 /imol ) ©rh7t 
Fn77>M3. 5mLi:, N, N-^V7'n^xW^2 6 4^L 

(1. 5 2mmol) fciniU 2M£T\ fltffc* * 7 0 . (9 

1 0/imo 1) **D;U 3 O^PMWLfc, #e>^fcRJS«t*lN-7KBft'fk*?->' 
';*A7fc?#i£3. 5mL*iTFU ^^-^3. 5 m L £*n;i> 7ki%T 1 5 t> 

U -hfB* v;Hb# 1 7 0 m g ZntemfZ® £ LtHfeo 
(1 5) 

[0 3 0 3] 



ttilE# 2003-3097974 



mmm 2 0 



02-313588 



/<- v : 95/ 



Utl 0 5] 



or 

N — 



.OMs 




Q. ^ 



.OH 



[0 3 0 4] 

_tfS (.14) -Cif tt/i yMt# 170mg ( 2 5 8 // m o 1 ) £ h V 7 
;l/*nf1=mi 5raL^7Kl. 5mLi:#»U Mat? 1 H$IHHft# Lfco #&*tfc 

y 1 7 o m g *°R&wmB t Lxntzo 

(1 6) 

[0 3 0 5] 
Mb 1 0 6 ] 



[0 3 0 6] 

±15 (15) t#?»^7i>'-^17 0mgS:N, N-^^WMT 
<K3 5mLl:ififU ^'^^4 0 0mg (2. 8 9mmo 

7ot;ti. 5i*B»t?b/to nbtLfz&iB%L*m.UK#m'&. asau 

jt#9 2rag «rStfe@^!» t L-C#fc 0 




ffilflE# 2003-3097974 



^pFfl 2002-313588 ^ ^- ^ : 96/ 



(1 7) 

[0 3 0 7] 
Utl 0 7] 




[0 3 0 8] 



±|B (16) X-nhiitzmWfcZ Omg (69^mo D^nn^W 1 m 
HzmML, 7K^■T^ N, N- V^n t°;vxf ^7 ^ > 4 8 ^ L (2 7 6 ^ 
mol), mttty**'*-^! 3//L (173/imol) fciPx.^ 3 

t > CT^>MA-2 3]3 0rag^Dx.f:t> 6 0 TCt? 1 B*IB«#L;fco -<£>K. 
(1 8) 

[0 3 0 9] 
Utl 0 8] 




[0 3 10] 



±12 (17) X-'&htifz^W )VT ^ h V 7;Vtn^f5mL h7jt5 0 

OyuLKit^U 3BIHMni&««E^ gififc&^U fcffiftttLfco #<b*ut5=l 



2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ ^-v ! 97/ 

JEia»U 1] 2 6mgmS»tU#fc, 

[0311] 

±fE5£[l lK'^StLMfc^o;*.^ h^f-^ fcmTKfrfo 
1H-NMR (DMS0-d6) * : 1. 50-4. 5 0 (2 4H, m) , 5. 1 
5-5. 35 (1H, m) , 7. 0 0-7. 5 0 (3 H, m) , 7. 86 (1H 
, d, J = 7. 8 Hz) , 9. 25 (1H, bs), 9. 51-9. 68 (1H 
, br s) , 11. 8 (1 H, br s) , 12. 9 (1H, br s). 
ma s s : 5 1 7 (M+ 1 ) +. 




mnm 1 2 

Tffi5£[l 2] : 

[0 3 12] 
Hfcl 0 9] 




H [12] 



[0 3 13] 
[0 3 14] 

mMffl 1 1 ~ (16) -eftbtitzm.4kfc3 Omg (69^mol)fcT5 >M 
ti«n - (17) ~ (18) ^ftcit:, BfiMt^Cl 
2 ] 2 6 m g i: Lt#fc. 



mSE# 2003-3097974 



2002-313588 A 98/ 



[0 3 15] 

±fB5£ [12] X~tf $ *l & 11^% <0 ^ ^ ^ > ^ 7*- ^ * JslT ^i" o 
iH-NMR (DMSO-d6> I 1. 5 0-4. 5 0 (2 4 H, m) , 5. 1 
5-5. 35 (1H, m) , 7. 0 0-7. 5 0 (3H, m) ,7. 86 (1H 
, d, J = 7. 8Hz) , 9. 25 (1H, bs), 9. 51-9. 68 (1H 
, br s), 11. 8 (1 H, b r s) , 12, 9 (1H, br s). 
ma s s I 5 1 7 (M+ 1 ) +. 



mmm 1 3 

TfBsSCi 3] : 

[0 3 16] 

Uti 1 0] 




[0 3 17] 
[0 3 18] 

mmmil- (16) t#t>^;W3 0mg (6 9/imoDhWJ 
>*t>, ^jfcflll 1- (1 7) ~ (1 8) 3] 2 

[0 3 19] 

iH-NMR (DMS0-d6) * I 1. 60-4. 20 (1 8H, m) , 4. 4 
1 (2H, s) , 5. 15-5. 40 (1H, m) , 7. 0 0- 7. 9 6 (4H 



ffifE# 2003-3097974 



12 0 0 2 -3 1 3 5 8 8 ^ ^-v ! 99/ 

, m) , 9. 10-9. 40 (1H, m) , 10. 8-12. 0 (2H, m) , 
12. 8-13. 0(1 H, m). 
mass 14 8 9 (M+ 1 ) +. 




mmm 1 4 

Tffi^tl 4] : 

[0 3 2 0] 
Kfcl 1 1] 




H [14] 



[0 3 2 1] 

(1) 

[0 3 2 2] 
lit 1 1 2 ] 




SEM 



[0 3 2 3] 

HJfcWll- (1) -Cfehtltz*; S >fo lOOmg (0. 2 0 mm 

o 1) 5:rf7tKn77^5mLi:i^U ^nn^f;V2- (b'J^f^v 
i;;V) xf^x-ril/ST/iL (0. 3 0 mm o 1) &ifll*.> MU^WiWl-tZo 
ZZVMWLl'OVKT^ *'j7At-7*h^rvK2 9mg (0. 2 6 mm o 1 ) & 
JElDx^o #P>tt^JSm*miatc#^3 0^11#tfco £<bK, -©Mi: 



ffiiE# 2003-3097974 



Mmm 2002-313 588 



: 100/ 



^nn>fjV2 - (>'J^f;Vy 1 ^V) xf;vx-fiV37//L (0. 30mm 
o 1) *Jn;lfc&* ISt:t75/^f h7WT>*-^A0 1M-r h^fc 
Kn77>it2 6 0//L (0. 2 6mmol) SriD*-. ^hfifzKBWi^MM 

xf;Vx-f^3 7j«L (0. 3 0mmo 1) SrJOx.^^ MffifcT 2 B#K*fc# 

Lfz 0 mmm i^Tmm^ r*->v& xmm&, iitt #^tt^ 

^£vV#^^Jf ^n^h^^-TifgiU ±ISS EM§f#8 3mg 
(2) 

[0 3 2 4] 

[it 1 1 3 ] 

C0 2 H 



[0 3 2 5] 

*Jt«l- (1) ±ffi (1) T?#ibtt7feSEM«Kfrl 0 0m 

g (0. 15mmol)H, ±|B*;V**>fftl 2 lmg^iffe@#h It 




(3) 



[0 3 2 6] 



ffiaE# 2003-3097974 



m 2002-313588 ^ ^-V : 



Hti i 4] 




SEM 



[0 3 2 7] 

±|B (2) •CW&sh.;fc#/UjK>BMfc3. 7 8g (5. 0 8 mm o 1 ) Hnn 
*;i/A30mL»U l-tfWWf'jr/-JH. Olg (6. 
6 Ommo 1) RTfl- | (3-vVf;VT5/) -fuMM -Z-^)ViJ)V 
sKSM < YmmM 1 . 36g (6. 60mmol) fciDX-fco -^l^lfit 
■C5*Ilt*PUfc^ 3-75y/ne*->'^0. 49mL (6. 60mm 



(4) 

[0 3 2 8] 
Hfcl 1 5] 




SEM 



[0 3 2 9] 

njfcm- (3) <v%&KmK> -tie 0) -cwfetLfcrs k#3. 28 g ( 

4. 12mmo 1) Jt|B^> V-f Vf7 Vn >#2 . 9 3g*ffe@#i: 



tBfiE#2 003-30979 



0r 



2002-313588 



^-v: 102/ 



(5) 

[0 3 3 0] 

Hk l l 6 ] 




SEM 



[0 3 3 1] 

±15 (4) t#t)^M>"/^Vf7 , /n^2. 33g (3. 3 1 mm o 1 
) N, N-yVf;i/*;l/A7 5 K2 5mLM^ ^ /-^2 5mLOS^il 
?£K?S#U if 8 0 0mg (9. 9 3mmo 1) *lDx.fe^ >£l*l£MKfffim 

L7t 0 »?>*t7tjac&«Hw, sw&atT, isti^^v^A (id 7 5m g 

(0. 3 3mmo 1) RVl, 1' -If* (y'7x^7^) 7iD-b> 
1 8 5mg (0. 3 3mmo 1) *M?Ltz&, ^rtSr-^^ft't^L/Co £ 

(6) 

[0 3 3 2] 



ffl|E# 2003-3097974 



12002-313588 



103/ 



[it l 1 7] 




i 

SEM 



[0 3 3 3] 

±IB (5) -enhfrtz^KT )\sfo2 . 03g (2. 97mmol) i ff7 
H Kn 7 9 > 1 5 0 mLW */-;l"50mL C0rl^^^V#H U Mi&KT 
1 N-*gMfc^ b >; ^AtK^5 OmLSrin&fco #<b tltzKlBrntnUKX 1 
B#^«#t/i^ lN-mmTK^^iP^.. pH2i:L/;o ^»f>rf7 
n Kn 7 7 ^ / - ^4 £CfdtJ»£^L£ 0 #«b 

(7) 

[0 3 3 4] 

Hti i 8] 



[0 3 3 5] 

±lfi (6) tftt>fLt:iJfr#>Wtfr5 Omg ( 7 5 // m o 1 ) ^rh7t Kn 
77^5raL KiUfllU l£i:^>y*b'J77'- 1 ->f h U tf n y v 

y^*-^AAH7^tn*777 - h 4 7mg (90//mo 1) ^.Z/N, 
N-vM V~?X2 tf;VJ.^-;VT 5 >1 7// L (9 7^mol) triOx.^o %hfitz 



CN 




SEM 



2003-3097974 




$m 2002-313588 



: 104/ 



ill, ±|B^^v;VT;V=r-^#3 3. 5mg^iffe»i:lT#/:o 
(8) 

[0 3 3 6] 
[flSl 1 9] 



10 3 3 7] 

_tf£ (7) -Ct#ib^7t^>v^T;V3-M$6 7 5mg (1. 0 3 mm o 1 ) 
£N, N-y^fiV*;U75 K8mLi:?liL, ^r/-JH0 6mg (1 
. 5 5mmol) fcM t - ^ f ^'>'J ^ 2 0 2 m g (1. 3 4 mm o 

^y^«U i£SUL*:$U itJKtiSiU ±fSTBS#«#8 1 2mg& 

(9) 

[0 3 3 8] 
Hhl 2 0] 





miiE# 2003-3097974 



m 2002-313588 ^ *• 105/ 



[0 3 3 9] 

±IB (8) -e#f)^TB S«IS#7 8 m g if > 9 t Kn 7 9 > 2 mL i:» 

»0. 30mL (0. 30mmol) tiTL^:. W&HfcRJSiKfcSKi&T, 2 
O^SH^Lfc^ l&fil^fcT:'*-*A>ki&fc£}jnx., RSSr#JtL^o 

L fz 0 ^Wm * «2B*^ ^* * -> * A -efg» L , jftSU L «E?S3*i t T > ±fBflft 
(1 0) 

[0 3 4 0] 
[ft 1 2 1 ] 



[0 3 4 1] 

_LIS (9) •C#f>^M'/Dlf*ihiJ^2 9 6mgWyMtMA- 
5]2 5 8mg£. 1, 4 -v^^V 1 5mLl«U 4 N-*SMfcV f* 
AtK?#^10 3^L (4 13/imo l)^Dx.> 5 Bt^Un^M^b^o #<bfr£ 
RjS*ifc*£»K:*>£'Lfc3U 4N-7Kmft i ;f ^AtK^8 2 4 ^/ L (3. 3 
Ommo 1) «:Jnx.fco dOHI, R£»i»Lli!8»U^o COJWRjFfc < fc£ i 9 




SEM 



fclJSE# 2003-3097974 



=K 2002-313588 A ' 106/ 



(1 1) 

[0 3 4 2] 
Kb 1 2 2 ] 




[0 3 4 3] 

-Lie (10) •efte»*LfcN-TA'*^> , /^yf 7'/n>#2 4 7mg (3 
4 6/umol) ^^DnW2 5mLlCiIU ^f5r/-^2 8mg (4 1 
5/^mol) «t-WvVW)^5 2mg (3 4 6 //mol) &?K 

o 

(1 2) 

[0 3 4 4] 



ffiSE# 2003-3097974 



SI 2002-313588 




1—5?: 107/ 



Wfcl 2 3) 



.OMs 




[0 3 4 5] 

±12 (11) "C#?>^TBS«iS#l 70mg (205//mol)*^nn 
5 m L U ?Ki£T> h U (410/imol) 

„ mi* 9 2 4 M L (3 0 8^mol) SriJDx., lBfK^fL^o 



(1 3) 



[0 3 4 6] 



Hfcl 2 4] 




SEM 



[0 3 4 7] 



ttiaE# 2003-3097974 



12 002-3 13 588 



: 108/ 



±12(12) "T?# h flfz * v Mfcrffc 8 2 m g ( 1 5 4 ^ m o 1 ) £N - * *f-fr 
tfnU F>4mLl:i)|U M*'^A6 4mg (4 62^mo l)^ijn£> 

(14) 

[0 3 4 8] 
[ftl 2 5] 



[0 3 4 9] 

±ffi (1 3) -e#e>ftfc5Mfc#2 3mg (4 0. 6//mol)^^n^A 
lmLKY§|j?U ?Jt<tT\ f'jxfjvr^l 1/<L (8 1. 3/<mo 1) M 
*&^*>;*;l'*~;V6. 3^L (81. 3/zmol) £JDx.> 3 0^Fli#t 
tz 0 nhtlizKl&m^^) *Jy 4 0 fx L (4 0 6 ^ m o 1 ) fcJnx.fcfc, 3 0 

(1 5) 

[0 3 5 0] 




tUiE# 2003-3097974 




109/ 



[0 3 5 1] 

mMM 1 - ( 6 ) <D-ft& Km £ . -hfB (14) -C# h tifz^ > v )V 7 ^ 
*b> @tftft£«14] 2 lmg4ffei»i: t"C#fco 

[0 3 5 2] 

±IS5*;[1 4]T^£*UMt^t70*^ h;l^-?£J^TK7irfo 
1H-NMR (DMS0-d6) J: 1. 3 0- 1. 4 7 (1 H, m) , 1.60 
-2. 39 (14H, m) , 2. 8 0-3. 0 0 (2H, m) , 3. 25-3. 
40 (2H, m) , 3. 7 0-4. 2 2 (2 H, m) , 4. 3 0 -4. 4 5 (2 
H, m) , 5. 39 (1H, m) , 7. 02 (1H, s) , 7. 43 (1H, s 
) , 7. 65 (1H, t, J=7. 7Hz) , 8. 06 (1H, d, J = 7. 7 
Hz) , 9. 30 (1H, d, J = 7. 7Hz) , 10. 2 (1H, br s) 
, 13. 0 (1 H, s) . 
ma s s I 5 0 3 (M+ 1 ) +. 



mmm 1 5 
Tia^ti 5] : 

[0 3 5 3] 



{BiiE# 2003-3097974 




^-v: 110/ 



[0 3 5 4] 

x-$>& 0 mr> mwH 1 9 * -cpWo ) 
(1) 

[0 3 5 5] 
Htl2 8] 




[0 3 5 6] 

HMM14- (7) T*#ib*L^VvJWT;W3-;Hfc6 5mg (0. 10mm 

o 1) *e>, ^wjii- (8) o^tcmi:, ±isxbvt Kne5-^x- 

(2) 

[0 3 5 7] 



ffiiE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A HV 



[ffcl 2 9] 




[0 3 5 8] 

«SW!14- (9) ©^HCT, ±13 (1) "e»f)^ff9i: KnfcT? 
-;vx-r^7 8mg (0. 1 0 mm o 1) ±|B^*^n fc?*- h U ;Wfc 

7 3mgttfeWi: LT»^o 

(3) 

[0 3 5 9] 
Ufcl 3 0] 



[0 3 6 0] 

*»J14- (1 0) ^(:i|D, _h|B (2) Ti#£ft£!&7 p nfcr*~MJ 
/H*3. lg (4. 6mmol) t 9* ^ ^ vM^[A- 1 2 ] 3 . 7g (9. 
2mmo -hfB^-tr 5N-7;^M> V /^ yf7*/nv#l . 4g£ 

momma t lt#^ 0 




(4) 



[0 3 6 1] 



ffiliE# 2003-3097974 



« 2002-313588 ^ v : 112/ 



Hfcl 3 1] 




[0 3 6 2] 

±12 (3) ■C^e*ifc9't5N-r/uW^/'f Vf77n>#2. 2g ( 
2. 2ramol)^fl>7tKn77>3 0mLfc$g#U 7 Mfcx h 9 
7>^7A(01M-t hft KU7 7>?IIl 6 mL ^jSjnx.. ^zatr 2 
j$Uo »5)^R(i>St^nn*^A15 0mL^MU 0. 1M-'J>« 
(pH6. 8) , ttSffiAOTK-Ctti^bfeo ^ii*»v^^y^A^ 



(5) 

[0 3 6 3] 
[ffcl 3 2] 




SEM 



[0 3 6 4] 

±12 (4) -C#t>tt7^7*t^T;V3-;V#l. 53 g (1. 7mmo 1) 
, nmWl 4- (12) ~ (13) <7)Mi:$CT, ±|B9-t5aWfcfltl 2 4m 

(6) 



ffiSEff 2003-3097974 



12002-313588 



[0 3 6 5] 
Utl 3 3] 




o' 



N 
SEM 



.OMe 



[0 3 6 6] 

_hia (5) t#f>tifc7-t^fib*10 0mg (150//mol)t7t^7 

5>ma-2 5]^p>> mmmi4- (h) ±ifivr.xxv* 
ri^>v^r r/#64mg %m&mw)k LXntZo 

(7) 

[0 3 6 7] 
Mfcl 3 4] 



[0 3 6 8] 

±12 (6) t#^tif;v7^rV^1^^^7^#6 4mg (8 0^m 
o 1) Sr^nn^^^lmLlMU y^nn^ (f'j7x-;v*X7r/ 
) ^vv^A (II) 23mg (30^mol) £ 0*11^2 Omg (3 4 0j«m 
o 1 ) . jkmit b V "/^XX 73mg(250//mol) ^rJOx.> lfi"C 3 0 

X T" l^rl^JKA 1 1 ocf50mg £ LT#^ C 




SEM 



(8) 



miiE# 2003-30979 



2002-313588 



^-v: 114/ 



[0 3 6 9] 
1 3 5 ] 




OMe 



[0 3 7 0] 

mmmi - (6) <£>#&Kmc, ±is (7) T^^^vr^T-v^fi^A 

1 loc#50mg (7 0//mol) ^"b, ^7^f V^m^Wi^h^> B tftft^ 
%[15] 2 7m g m@»at#f:o 



[0 3 7 1] 

lH-NMR (DMSO-d6) B \ \. 60-2. 40 (9H, m),2. 60 
-3. 80 (11 H, m), 4. 20-4. 80 (6H, m) , 7. 15 (1H 
, J=4. 8Hz) , 7. 75 (2H, m) , 8 . 1 8 (1H, d, J = 7. 7 
Hz), 9. 43 (1H, d, J=7. 7Hz). 11. 2 (1H, br s) 
, 13. 2 (IK, br s ) . 
ma s s I 5 4 8 (M+ 1 ) +. 



mum 1 6 

Tffi5£[i 6] : 

[0 3 7 2] 



tUiE# 2003-3097974 




: 115/ 



H [16] 
[0 3 7 3] 

[0 3 7 4] 

vT X f \s*m&ty-e%>2>%WM 1 5 <7Mt£-% lOmg (20^mol) *b 
. *JS«6- (1) O^ftfciUfc, y7XfVtl^t^)^lKlMtl[16] 
6. 4mgm@I ! ltU#^o 

[0 3 7 5] 

iH-NMR (DMSO-d 6 ) 5:1.6 0-2. 2 0 (9H, m) , 2. 20 
-3. 00 (4H, m) , 3. 0 0-3. 8 0 (1 0H, m) , 4. 00-4. 
60 (6H, m) , 7. 06 (1H, s) , 7. 60 (2H, m) , 8 . 0 7 ( 
1H, d, J = 7. 6Hz) , 9. 37 (1H, d, J = 7. 6Hz) , 10. 
0 (1 H, b r s) , 1 3. 0 (1 H, b r s) 
ma s s I 5 6 2 (M + 1) +. 



nmm 1 1 

TflBsJtfi 7] : 

[0 3 7 6] 



mtiE# 2003-3097974 




^-v: 116/ 



[0 3 7 7] 



(i) 

[0 3 7 8] 
lit I 3 8] 




SEM 



[0 3 7 9] 

i»Jl 5- (5) T'# htitz^'t^ Mitfe 2 1 Omg (32 O/imo 1 ) 
9 -b 5 7 3 H£[ A - 22]147mg (9 7 0/tmol) £E&fefll 1 4 - ( 

1 4) (W&HcmC-C. ±fBvT^xl^^m^>v^T^ >#183mglrf 

(2) 

[0 3 8 0] 



ffi|iE# 2003-3097974 




^— s>: 117/ 



SEM 



[0 3 8 1] 

JilB (1) -e#W:mfI/tl^^7r/#:l8 3mg (2 4 0 

^mo i) frb, mmmi 5- (7) ^t:$t^ ±15^7*7" i^rt-g-EA 

1 loc#13 lmgmi^tU#fco 



(3) 

[0 3 8 2] 
[ffcl 4 0] 




[0 3 8 3] 

hwji 1- (is) <n^m~mt, ±15 (2) x~nt>tifzi?Tx-TU*M'& 

M.A 1 1 o c#l 3 lmg (2 4 O^mo 1) ^<b, BfiMt£4&[l 7] 5 1. 

4 m g *n&w&m t Lxntzo 

[0 3 8 4] 

1H-NMR (DMSO-d6) * I 1. 60-2. 4 0 (1 2H, m),3. 2 
0-3. 80 (7H, m) , 4. 2 0-4. 8 0 (5H, m) , 7. 20 (1H 
, m) , 7. 75 (2H, m) , 8 . 1 8 (1H, d, J = 8. 0Hz) , 9. 



ffiSE# 2003-3097974 



2002-313588 A : 118/ 



42 (1H, d, J =8. 0Hz), 9. 80 (1H, br s) , 11. 7 ( 

1 H, b r s) . 

m a s s : 5 3 4 (M+ 1 ) +. 



miMM 1 8 
TK5*[1 8] : 

[0 3 8 5] 
[ftl4 1] 




[0 3 8 6] 

(1) 

[0 3 8 7] 
[ftl4 2] 




SEM 



[0 3 8 8] 

H«!I15- (5) X%bfrtz?*.*mW>§ 5mg ( 1 0 0 ^ m o 1 ) 1 \L 
^'j ^»J14- (14) <^^fenmCT, _kfB^-fe^>v;vr^ 

>#:2 2mg£|ic#.@?»£ LT#fc 0 



ffiiE# 2003-3097974 



'Mmm 2002-313588 



^-v: 119/ 



(2) 

[0 3 8 9] 
Hfcl 4 3] 




SEM SEM 



[0 3 9 0] 

±IS (1) -e#^tt7^7-t^^<>v^T5 >#2 2mg (3 0/umol) £t- 
F7tFn77>lmL Kfcfl? tK^T> ^rgfc 7 m g ( 1 5 0 // m o 1 ) . 
yxf;V7^ 16//L(830//mol)> Xl^x b^3rX (h'J7x-^* 
^7T/) /^v^A (0) 1. 73mg (1. 5/imol) SriPx.. 1S"C3 

, ?fJl*nv h^*77^ -T?«HRU JifS^-fe^N-T 1 ; M$7. lmg (11 
/<mol) ^ffe@»i:U, ±|S^-b^N-H#6. 9mg£5Tfe@W5 



(3) 

[0 3 9 1] 
Mfcl 4 4] 




H 



[0 3 9 2] 

±15 (2) fi^H/;7*^N-H#6. 9mg (1 1/imo 1) ^life 



mSE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ ^- v : 120/ 

Ml- (6) (Djjm^mt, v-b^#-C**g^k^[l 8] 5. 6mg?:f 

[0 3 9 3] 

1H-NMR (DMSO-d6> * : 1. 20-2. 50 (lOH.'m) , 2. 6 
0-3. 80 (4H, m) , 4. 2 0 -4. 8 0 (8H, m) , 7. 17 (1H 
, s), 7. 75 (1H, t, J = 7. 7Hz), 7. 75 (1H, s), 8. 
18 (1H, d, J = 7. 7Hz) , 9. 42 (1H, d, J = 7. 7Hz) , 
11. 2 (1 H, b r s) , 13. 2 (1H, br s). 
ma s s ! 5 0 6 (M+ 1) +. 




mmn 1 9 

TfBaSCl 9] : 

[0 3 9 4] 
[ftH5] 




[0 3 9 5] 
[0 3 9 6] 

mum 1- (6) <Djjm~mv,, mmmis- (2) -cft&^^^N-T 

y/M£7. lmg (11/jmol) 5-b5#:t?*il»ft^«[19] 4 

. 5mg (li/imoi) %n&mmtLxmzo 



ffiSE# 2003-3097974 




12002-313588 




v : 121/ 



[0 3 9 7] 

1H-NMR (DMSO-d 6 ) 5 : 1. 2 0-2. 2 0 (1 0H, m) , 2. 2 
0-3. 10 (4H, m) , 3. 10-4. 60 (10H, m) , 5. 10-5 
. 40 (2H, m) , 6. 05 (1H, m) , 7. 06 (1H, s) , 7. 51 
(1H, s) , 7. 63 (1H, t, J = 7. 5Hz) , 8. 06 (1H, d, 
J = 7. 7Hz) , 9. 37 (1H, d, J = 7. 7Hz) , 10. 8 (1H, 
br s) , 13. 0 (1H, br s). 
ma s s : 5 4 4 (M+ 1) +. 



mmm 2 0 
rmM2 0] : 

[0 3 9 8] 
[it 1 4 6 ] 




H 



[20] 



[0 3 9 9] 

-emZtL&it&yoo&i&o 
(1) 

[0 4 0 0] 



WSE# 2003-3097974 




: 122/ 



SEM 



[0 4 0 1] 

mm 1 5- o) ~ (5) (o-fimzmt. nmmi 5- (2) x-nhtitzm. 

ynt't^h')^6 17mg (0. 9 0 0 mmo 1 ) v;WM£[A- 1 



(2) 

[0 4 0 2] 
[ftl 4 8] 




[0 4 0 3] 

nj&fli 1 4 - (14) Rzrnmm 1 - ( 6 ) <D^m-m ±m ( 1 ) -e#^> 

^m'fkf*8 2mg (0. 14 5mmol) H> I6?)ft^[2 0] 3 6mg 
[0 4 0 4] 

±f55£[2 OK^StL^t^?)*^ h^-T-^^J^T^-To 
1H-NMR (DMSO-d6) 511.30-2. 10 (13 H, m), 2. 9 
0-3. 10 (4H, m) , 3. 3 0-3. 4 0 (2 H, m) , 4. 20-4. 
40 (4H, m) , 4. 83 (1H, s) , 7. 05 (1H, s) , 7. 39 ( 
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1H, s), 7. 63 (1H, t, J = 8. 0Hz), 8. 09 (1H, d, 
J = 8. OHz), 9. 18 (1H, d, J = 8. OHz ) , 10. 6 (1H 
, b r s) , 1 3. 0 (1 H, s) . 
m a s s ! 5 0 3 (M+ 1 ) +. 



mmm 2 1 

TIB^;[2 1] : 

[0 4 0 5] 
Utl 4 9] 




[2 1] 



[0 4 0 6] 
[0 4 0 7] 

1 5 - (2) -?r#fb *L^I£-7°tt h V M£5 4 7 m g (0. 79 7 

mmo 1) yMfcfr[A-8]^?>, ISfflSfll 2 0 ll^CT, BfiMt^tl 

[2 1] 9 0mgmKU#/; o 

[0 4 0 8] 

-hfE5£[2 1 ] *l YyVT-tteVXT^Tn-to 
iH-NMR (DMSO-d 6 ) * I 1. 23 (3H, d, J = 8. OHz ) , 

1. 3 0-2. 0 0 (9H, m) , 2. 3 0-2. 6 0 (3H, m) , 2. 80 
-3. 00 (2H, m) , 3. 2 0 -3. 4 0 (2 H, m) , 4. 15 ( 1 H, 

t, J = 10. OHz ) , 4. 3 0-4. 6 0 (4H, m) , 7. 03 (1H 



£iifiE# 2003-3097974 
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, s) , 7. 51 (1H, s), 7. 6 2 (1H, t, J = 8. 0Hz), 8 
. 03 (1H, d, J=8. OHz ) , 9. 41 (IB, d, J = 8. OHz 
) , 1 0. 8 (1 H, b r s) , 1 3. 1 (1 H, s) . 
m a s s I 4 9 1 (M+ 1 ) +. 



mnm 2 2 

TIS^:[2 2] : 

[0 4 0 9] 
Hfc 1 5 0 ] 



[0 4 10] 
[0 4 11] 

*Jfc«l 5- (2) T?»e>*LfcBi^ni?^-fi;^#:7 5 5mg (1. 10m 
o 1) fc*->/WtMA-9]*&, H«U2 O^CiCt, gtftffc^[2 

2] nomg^tfea^tu^o 

[0 4 12] 

±ffi^:[2 2]-e^$tL^>^t?<o^^<^ b;v-7'-^«rJ^T^-to 

iH-NMR (DMSO-d6) $ 1. 22 (3H, d, J=8. OHz ) , 
1. 3 0-2. 0 0 (9 H, m) , 2. 3 0-2. 6 0 (3H, m) , 2. 80 
-3. 00 (2H, m) , 3. 2 0-3. 4 0 (2H, m) , 4. 14 ( 1 H, 
t, J = 1 0. OHz), 4. 32-4. 34 (2 H, m) , 4. 43-4. 
48 ( 1 H, m) , 4. 55-4. 60 ( 1 H, m) , 7. 02 (1H, s), 




[2 2] 



2003-30979 



« 2002-313588 




125/ 



7. 50 (1H, s), 7. 61 (1H, t, J = 8. 0Hz), 8. 02 ( 
1H, d, J = 8. OHz ) , 9. 40 (1H, d, J = 8. OHz ) , 10 
. 8 (1H, br s) , 1 3. 0 (1 H, s) . 
ma s s : 4 9 1 (M+ 1) +. 



%mm 2 3 

ria^;[2 3] : 

[0 4 13] 

Mb i 5 i ] 



[2 3] 
[0 4 14] 

[0 4 15] 

^vMk#[A-4]t^J15- (2) X^htitzM7v^*-W )Vfc5 
23mg (7 6 2 /zmol) frb, Hifefll 2 O^mmC BW4fc'fr«[2 3] 
5 9mgt*feH^*tttftfco 

[0 4 16] 

±1B:£[2 3]^£*L&4t^<7>*^ b/U-f-^SrJeiT^-fo 
1H-NMR (DMSO-d6) 50-1. 70 (1 H, m),l. 90 

-2. 30 (8H, m) , 2. 4 0-2. 5 8 (2H, m) , 2. 60-3. 0 
0 (4H, m) , 3. 10-3. 30 (2H, m) , 3. 5 0-3. 8 0 (2 H 
, m) , 4. 5 8-4. 6 4 (3H, m) , 4. 8 2- 5. 0 0 (1 H, m) , 
5. 18-5. 22 (1H, m), 7. 36 (1H, s) , 7. 80 ( 1 H, s 
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), 7. 90 (1H, t, J = 7. 7Hz) , 8. 30 (1H, d, J = 7. 7 
Hz) 9. 54 (1H, d, J = 7. 7Hz) , 13. 2 (1H, s) . 
m a s s : 5 0 3 (M+ 1 ) +. 



mmm 2 4 
na^[2 4] : 

[0 4 17] 
Utl 5 2] 




[0 4 18] 
[0 4 19] 

^ v Mt#[A - 6 ] t mtm 1 5 - ( 2 ) -e# & ^i^n e * - h u 

^ ^2 3tR#^:i^ lflMU*«[2 4] 5 9mg *»^o 
[0 4 2 0] 

1H-NMR (DMSO-d6> * I 1. 50-1. 70 (1 H, m) , 1.90 
-2. 30 (8H, m) , 2. 4 0-2. 5 8 (2 H, m) , 2. 60-3. 0 
0 (4H, m) , 3. 10-3. 30 (2H, m) , 3. 5 0-3. 8 0 (2 H 
, m) , 4. 5 8-4. 6 4 (3 H, m) , 4. 8 2- 5. 0 0 (1 H, m) , 
5. 18-5. 22 (1H, m) , 7. 36 (1H, s) , 7. 80 (1H, s 
), 7. 90 (1H, t, J = 7. 7Hz), 8. 30 (1H, d, J = 7. 7 
Hz) 9. 54 (1H, d, J = 7. 7Hz) , 10. 8 ( 1 H, br s) , 
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13. 2 (1 H, s) . 

ma s s I 5 0 3 (M+ 1 ) +. 



mmm 2 5 

Tia^;[2 5] : 

[0 4 2 1] 
Utl 5 3] 



H [2 5] 
[0 4 2 2] 

[0 4 2 3] 

mmm 1 4 - ( 9 ) x~%hKtzWL-7v > 1; ^ usmg^ v;wt;# 
[a-7]i 9 3m g ^<b, mmmi 4- (1 0) ~ (1 4) Rzfmmmi- (6 

) (D^m-mC @ftKt^t/[2 5] 14mg?:ffe®^tltLt#^o 
[0 4 2 4] 

1HNMR (DMSO-d 6 ) I 1. 3 0- 1. 5 5 (2 H, m) , 1. 60-1 
. 75 (4H, m) , 1. 7 5-2. 0 5 (5H, m) , 2. 32 (2H, m) 
, 2. 65 (4H, m) , 2. 8 5-2. 9 5 (2 H, m) , 4. 00-4. 1 

5 (1H, m) , 4. 3 0-4. 4 0 (2 H, m) , 4. 5 0-4. 6 0 (1 H 
, m) , 5. 27 (1H, m) , 7. 00 ( 1 H, s) , 7. 16 (1H, s) 
, 7. 63 (1H, m), 8. 08 (1H, d, J = 7. 6Hz), 9. 31 ( 

1H, d, J = 7. 2Hz) , 9. 88 (1H, br s) . 




itiIE# 2003-3097974 
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mass : 5 0 3 (M+ 1 ) +. 



mm 2 6 
Tffi^:[2 6] : 

10 4 2 5] 
Mfcl 5 4] 




[0 4 2 6] 
[0 4 2 7] 

1 4 - ( 9 ) X-nhfhtz^u \d*=. h i; ;W£4 56mg (637^m 
o 1) fc>'>Mk*[A-l 0]^<b, 11*6001 4- (10) ~ (14) &tmife 
Wl- (6) <7)Mi:$C, §W^[2 6] 6 3. 9mg^l»i:L 

[0 4 2 8] 

_t|B^;[2 6 ] T-tf £ < (DA^? h;Wf-* £JSrn-^t"o 
1H-NMR (DMS 0 - d6) * : 1. 3 9- 1. 5 0 (4H, m) , 1.69 
- 1. 86 (7H, m) , 2. 08-2. 11 (4H, m), 2. 88-2. 9 
3 (2H, m) , 3. 2 5-3. 3 7 (2 H, m) , 3. 5 5-3. 7 0 (1 H 
, m) , 4. 01-4. 41 (3H, m) , 4. 91-4. 92 ( 1 H, m) , 
6. 96 (1H, s) , 7. 44 (1H, s) , 7. 5 0-7. 6 2 (1 H, m 
), 7. 95 (1H, d, J = 7. 3 Hz) , 9. 27 (1H, d, J=8. 1 
Hz) , 1 3. 0 (1H, b r s) . 
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ma s s : 4 9 1 (M+ 1) +. 



mmm2 7 
Tia^[2 7] : 

[0 4 2 9] 
Hfcl 5 5] 



H [27] 
[0 4 3 0] 

[0 4 3 1] 

^J&fll 26k mU<D$kftK * vMt#[A- HWJ 1 4 - ( 9 ) 

Ti#(bft£B&yufc: 0 *^.h y/Mfcj&»fc, @Mft^»[2 7] 6 3mg fcf&fco 

[0 4 3 2] 

±IB*[2 7 ] "Ctf £ ti&lk&m <dt.s<? h;v-7*-^^J^T^^i-o 

iH-NMR (DMS0-d6) * I 1. 39-1. 50 (4H, m), 1. 69 
-1. 86 (7H, m) , 2. 08-2. 11 (4H, m) , 2. 88-2. 9 
3 (2H, m) , 3. 2 5-3. 3 7 (2 H, m) , 3. 5 5-3. 7 0 (1 H 
, m) , 4. 0 1-4. 4 1 (3H, m) , 4. 9 1-4. 9 2 (1H, m) , 
6. 96 (1H, s) , 7. 44 (1H, s) , 7. 5 0-7. 6 2 (1 H, m 
), 7. 95 (1H, d, J = 7. 3Hz), 9. 27 (1H, d, J = 8. 1 
Hz) , 13. 0 (1H, br s) . 
mass : 4 9 1 (M+ 1) +. 
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mmm 2 8 

Tffi^:[2 8] : 

[0 4 3 3] 
\it 1 5 6 ] 




[28] "^OMe 
[0 4 3 4] 



(1) 

[0 4 3 5] 
[fbl 5 7] 




[0 4 3 6] 

HJ&^J 1 - ( 1 ) 1 1 ~ ( 8 ) KtZT b7tKo 

t:^ -;i/a.-xM*3. OOg (6. 17mmol) -fab, ±MlJfrtf>Wfc2 

. 9 8 gz&&mfat Lxmzo 

(2) 

[0 4 3 7] 



tf5tl# 2003-3097974 



9" 



2002-313588 A : i: 



[itl 5 8] 

o. / O 

" >— N O '''/--OBz 
jj^V OMOM 



MeO N 



[0 4 3 8] 

msmi- (2) ~ (4) (Dum^mtr, ±ts u> x-nhntz* 

#4 2 6mg (7 4 0/<mo 1) fcT5 >#[A- 1 4]tf*S>, JifB^^V^ V*- 
7V*n>fl2 0mg £ITfeB#fc LT#^ 0 

(3) 

[0 4 3 9] 
[4b 1 5 9] 




[0 4 4 0] 

1- (9) ^CiCT, _h|5 (2) X% h *Lfc^ > Vf 7V 
n>#:i 20mg ( 1 7 1 m o 1 ) ^<b> ±|BT/l'3-/Wfcl 2 0mg*$t 

(4) 

[0 4 4 1] 



miE# 2003-30979 
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[ftl 6 0] 




[0 4 4 2] 

mmmiA- (12) ~ (13) ±» (3) -t^ti^r;^ 



(5) 

[0 4 4 3] 
[ft 1 6 1 ] 




'OMe 



[0 4 4 4] 

njfefiii 4- (1 4) hm^i 1- (is) vnm-mc, ±m (4) 

•e#?>Kfcl|ft#3 2mg (7 0. 9//mo I)t7r/MA-27]H, B 
Wft^[2 8] 3 4mg^fWli:U#f;, 

[0 4 4 5] 

JhfB5£[2 8]T^$*t*ft^!»<^^^^ b^-r-^^rJ^T^i-o 
iH-NMR (DMSO-dg) d : 1 . 3 5-2. 10(1 OH, m) , 2 . 2 
0-4. 80 (16 H, m) , 7. 07 (1 H, s), 7. 37 (1H, s), 
7. 64 (1H, t, J = 7. 7Hz) , 8. 07 (1H, d, J = 7. 7Hz 
), 9. 33 (1H, d, J = 7. 7Hz), 10. 3 (1H, br s), 1 
3. 0 (1 H, b r s) . 
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ma s s : 5 4 9 (M+ 1) +. 



mnm 2 9 

Tta^:[2 9] : 

[0 4 4 6] 

[flu 6 2] 




H [2 9] 
[0 4 4 7] 



(1) 

[0 4 4 8] 
Hfcl 6 3] 




[0 4 4 9] 

(2) ~ (3) O^KUCt^ H»!12 8- (1) -ZnblXtzU 
/1/#>BJM£1. 31 g (2. 2 6mmol)i:Tr/#[A-15]^f>, -tffi^ 
> VfTV'n 1 . 8 1 g ^ Lt#fc. 

(2) 

mtiE# 2003-3097974 
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[0 4 5 0] 



[itl 6 4] 




MeO' 



N 



X) 



[0 4 5 1] 

#ss&m 5- (4) (Dimmer, ±m (i) t?»?>*L^>v>f vfrv 

nv#l. 81g (1. 89mraol)W> JifBT;^-;!/^: 1 . 08g?:f 
(3) 

[0 4 5 2] 
Hfcl 6 5] 



[0 4 5 3] 

H2t«14- (12) - (13) <DU&K.mi, -tffi (2) •C»fc*ifcT/l'3 
-;Wfcl. 08 g (1. 8 1mmol)H, ±|BfMk#7 4 0 m g 4rjlfe®# 




(4) 



[0 4 5 4] 
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[0 4 5 5] 

mmmi a- a a) %.vnnmi 1- (is) v^mzmc, Jtia (3) -c 

#^f:W4 2mg (93/*mo l)k7^575>#[A-22]H, v 
7^fl/*fi^-e*-SBWft^»[2 9] 2 OmgfcStfeBtei: LTfcfco 

[0 4 5 6] 

iH-NMR (DMSO-d6) * : 1. 4 5- 1. 9 5 (5H, m) , 2. 25 
-2. 31 (2H, m), 2. 80-3. 15 (4H, m) , 3. 20-3. 2 
9 (3H, m) , 3. 5 7-3. 6 9 (2H, m) , 3. 8 2-3. 9 5 (2 H 
, m) , 4. 02-4. 43 (5H, m) , 5. 60 (1 H, m) , 7. 11 ( 
1H, s) , 7. 43 (1H, s) , 7. 61 (1H, t, J = 7. 6Hz) , 
8. 05 (1H, d, J = 7. 6Hz) , 9. 31 (1H, d, J=7. 6Hz 
) , 9. 49 (1H, br s) , 13. 0 (1H, br s). 
m a s s : 5 3 5 (M+ 1 ) +. 

mm s o 

Tffi5£[3 0] : 

[0 4 5 7] 
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12002-313588 



^-vl 136/ 



[itl 6 7] 




[0 4 5 8] 
[0 4 5 9] 

H»J1 4- (14) £tm«!ll 1- (18) ^ftCiDT, HWU2 9 
- (3) X-%hKtzT)Vu-)V^.A 9mg (109/zmo 1)^7*57^ 
A-2 6]*t>, vT^xl^^rl^t?*)^SSMb^[3 0] 17m g m@ 

[0 4 6 0] 

±I5^:[3 o]^£*iMfc-£-#<7)x^ h;vT--^^J^T^^i-o 

iH-NMR (DMS0-d 6 ) 8 : 1. 42-1. 65 (2 H, m) , 1.64 
-1. 80 (3H, m) , 1. 94 (1H, m) , 2. 80-3. 15 (3H, 
m) , 3. 40 (3H, m) , 3. 5 5- 3. 6 5 (4H, m) , 3. 82-3 
. 95 (4H, m) , 4. 0 5-4. .3 0 (4H, m) , 4. 70 (1H, m) 
, 5. 6 (1H, m) , 7. 09 (1H, s) , 7. 39 (1H, s) , 7. 6 
1 (1H, t, J=7. 6Hz) , 8. 05 (1H, d, J = 7. 6Hz) , 9 
. 31 (1H, d, J = 7. 6Hz), 9. 35 (1H, br s) , 13. 0 

(1 H, b r s) . 
m a s s : 5 4 9 (M+ 1 ) +. 

mi&M3 1 

Tia^;[3 i] : 

[0 4 6 1] 
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^-v?: 137/ 



Hfcl 6 8] 




o. 



H [31] 
[0 4 6 2] 

(1) 

[0 4 6 3] 
Wfcl 6 9] 



[0 4 6 4] 

§t«!)3- (1) HMM2 8- (1) X-nbfrtzi])l'tf>mfe 

576mg (1. OOmmol) frh, _t|B^> V-f Vf77n >#3 1 3 m g 




OH 



(2) 



[0 4 6 5] 
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Utl 7 0] 




[0 4 6 6] 

-hIS ( 1 ) -CWhfltz^OV^ VfTVn >-#2 78mg (5 2 0 ^mol) 
OM^f V>M5mLi:> 0t)t'h'JxWr/2 2 O^L (1. 5 6m 
mol) RXFmt* 9 >7.)V*-)V& 0 p L (7 8 0 /*mol) £»§$L 

jbn&fco Rifiiii:TS]ejS«*iimii#t^. #e>*LfcRje.»»iciN?w*. 

Kl 0mLt:ij|U jfeBR* U »>A 2 2 2mg (1. 5 6 mm o 1 ) (R) 
- 3 - t Kn^y k'D 'J y >MI2 0 0 m g (1. 5 6mmol) =Sr^nx. 7 0 
r> 4H#^;&Df!Mf#L*:o -^£Ot>Y#?&K 1 N^tK^* V *A*igFjfcfc;|jnx., 

vV *^->*7A^ D7h^77^ -tffSU ±157 5 >#1 1 4mg£$lf 
(3) 

[0 4 6 7] 



mtE# 2003-3097974 



002-313588 ^ ^~ v : 139/ 



[it 1 7 1 ] 




[0 4 6 8] 

Wt«14- (12) ~ (13) co^iciltt, ±15 (2) -e»e,tLfcT5 
>fl3mg (2 1/imo 1) tf**>, -hlBSMbfrl Omgttfei«»t L^tt 



(4) 

[0 4 6 9] 
Hfc 1 7 2 ] 




H 



[0 4 7 0] 

hm^ji 4- (i4) Rir, l- (is) (D-fim-mc, ±m (3) 

ff^fcWnmg (2 1/imol) t^n)i?>frb, BKrffrfrW[3 
1] 13m g mH»at#/;c 

[0 4 7 1] 

1H-NMR (DMSO-d 6 ) 20-2. 10(8H,m),2. 20 

-3. 50 (8H, m) , 3. 5 0-4. 4 0 (6 H, m) , 5. 50 (1H, 
m) , 6. 98-7. 10 (1H, m) , 7. 5 0-7. 8 0 (2 H, m) , 7 
. 98-8. 10 (1H, m) , 9. 28 ( 1 H, d, J = 8. 2Hz) . 
ma s s : 5 0 4 (M+ 1 ) +. 



ffiSE# 2003-3097974 
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mmm 3 2 

TIB^;[3 2] : 

[0 4 7 2] 
lit 1 7 3 ] 




[0 4 7 3] 
[0 4 7 4] 

gt%m 4- (14) ainutwi 1- (is) <D-%mzmc. mmm 1 - 

(3) Tl#ibtL7t^b#l 4 3mg (317/imol) >^f>, 
^[3 2] 8 8mg^ffelfitLt#fCo 

[0 4 7 5] 

±Ifi5£[3 2]T^£ft&'ffc^<7>X^ b^-T-^ ^mTtc^i-o 
1H-NMR (DMSO-d6) * I 1. 80-2. 60 (6H, m), 2. 80 
-3. 50 (3H, m), 3. 50-4. 30 (1 0 H, m) , 4. 30-4. 
50 (1H, m) 5. 50 (1H, m) , 6. 9 0- 7. 0 5 (1 H, m) , 7 
. 4 0-7. 8 0 (2 H, m) , 7. 90-8. 10 (1H, m) , 9. 20- 
9. 3 0 (1H, m) . 
ma s s : 5 0 6 (M+ 1) +. 



mmm s 3 
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141/ 



Tis^:[3 3] : 

[0 4 7 6] 
Utl 7 4] 




H [3 3] 



[0 4 7 7] 

(1) 

[0 4 7 8] 
litl 7 5] 




[0 4 7 9] 

mmM3i- (2) ~ (3) tmm^mm^^n, mmw3i- (i) x«n% 

tiM>V^Vf77n>#:h (S) - 3 - t: Kn * v tf n y 
(2) 

[0 4 8 0] 
[ftl 7 6] 




WiE# 2003-3097974 
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[0 4 8 1] 

£ttm 4- (i 4) x^njft^i l- (is) (D^m^mz, ±ib (d -c 

We>*tfc5Mbflc6 8mg (15 1/jmol) fc9*575^#[A-2 2]H, 



[0 4 8 2] 

_tffi5£[3 3]T^$tL^>^^<7)X^^ h;VT , -^«rJ^T^-r o 
1H-NMR (DMSO-d 6 ) S I 0. 8 0- 1. 2 0 (2H, m) , 1. 40 
-2. 60 (8H, m) , 2. 6 0-3. 8 0 (8H, m) , 3 . 2 0 (3H, 
s) , 4. 10-4. 50 (3H, m) 5. 30 (1H, m) , 6. 90-7. 
02 (1H, m) , 7. 10-7. 20 (1H, m) , 7. 58 ( 1 H, m) , 
8. 01-8. 02 (1H, m) , 9. 30 (1H, m) , 9. 48 (1H, b 
r s) , 1 3. 0 (1 H, b r s). 
m a s s I 5 3 4 (M+ 1 ) +. 



mmms 4 

Tffi5£[3 4] : 

[0 4 8 3] 
Utl 7 7] 




[0 4 8 4] 
[0 4 8 5] 



ffiSE# 2003-3097974 
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^-v: 143/ 



mmmi 4- (1 4) Rvmmmi 1- (is) <D^m-mc, $mmz 1 - 

(3) X*nbtifzmtfa6 Omg (133j«mol) t7-t5rr/#[A-2 
3]^<b> B8Mfc^C3 4] 2 7mgmTOttt#/;o 

[0 4 8 6] 

±IB^[3 4]T*^£;h.;Mb^<7)*^ h;Vf-^*JilT^to 
iH-NMR ( DMS0-d6> 5:1. 50-2. 09 (5 H, m), 2. 2 
5-2. 33 (1H, m) , 2. 71-3. 22 (3H, m) , 3. 24-3. 
28 (3H, m) , 3. 31-3. 43 (3H, m) , 3. 6 6 -3. 7 3 (2 
H, m) , 3. 8 0-4. 0 0 (2 H, m) , 4. 0 5-4. 5 0 (5H, m) 
, 5. 31-5. 43 (1H, m) , 7. 0 0- 7. 2 9 (1 H, m) , 7 . 5 
5-7. 75 (2H, m) , 8. 03-8. 15 (1H, m) , 9. 30-9. 
35 (1H, m) , 9. 65 (lH.br s) , 12. 9-13. 2 ( 1 H 
, m) . 

m a s s ! 5 3 4 (M+ 1 ) +. 



mmm 3 5 

TfS5£[3 5] : 

[0 4 8 7] 
tffcl 7 8] 




H 



[3 5] 



[0 4 8 8] 
[0 4 8 9] 



ffi!E# 2003-3097974 



mnm u - (14) wnmm 11- (is) <o-^mzm mmm 31- 

(3) X^bfttzWikfeQ Omg (133//mol) t75 >*[A-2 4]^"b 
. @W<b^[3 5] 2 5mg^ffe@»ttt#/:o 

[0 4 9 0] 

±IG5£[3 5]T^£*L<Mfc-£i^*^ b^f-^^JJlT^to 
iH-NMR ( DMSO-d 6 ) ail. 17—1. 96 (5H, m) , 2. 1 
2 — 2. 40 (1H, m) , 2. 7 2 - 3. 2 3 (3 H, m) , 3. 23 — 3. 
28 (3H, m) , 3. 3 8 — 3. 6 0 (5H, m) , 3. 6 0-3. 7 4 (2 
H, m) , 4. 12-4. 43 (5H, m) , 5. 35-5. 41 (1H, m) 
, 7. 0 6-7. 3 0 (1 H, m) , 7. 5 0 — 7. 8 0 (2 H, m) , 8 . 0 
3-8. 06 (1H, m) , 9. 31—9. 34 (1H, m) , 9. 64 (1 
H, br s), 12. 9-13. 0 (1H, m). 
m a s s : 5 3 4 (M+ 1 ) +. 



mnm 3 6 

T!B5*;[3 6] : 

[0 4 9 1] 
HC17 9] 




[36] OMe 



[0 4 9 2] 
[0 4 9 3] 

mmmi 4- (1 4) R-^mmni 1- (is) ^^ct, mmm3 1 



ffiiE# 2003-3097974 



« 2002-313588 ^ : 145/ 



- (3) -e#6tL^m<fc#7 Omg (1 5 O/zmo 1) £ T ^ >#[A-2 7]#» 
BtfKb£-^[3 6] 4 lmgm»i: LT#& 0 

[0 4 9 4] . 

1H-NMR (DMSO-d6) 5 I 1. 3 0- 1. 8 0 (7H, m) , 2. 06 
-2. 93 (7H, m), 3. 06-3. 87 (1 0 H, m) , 4. 25-4. 
39 (2H, m) , 5. 35 (1H, br s) , 7. 02 (1H, s) , 7. 
19 (1H, s) , 7. 57 (1H, t, J = 7. 2Hz) , 8. 03 ( 1 H, 
d, J = 7. 2Hz) , 9. 30 (1H, d, J = 7. 2Hz) , 12. 9 (1 
H, s) . 

m a s s I 5 4 8 (M+ 1 ) +. 



nMM3 7 
Tffi5*;[3 7] : 

[0 4 9 5] 
lit I 8 0] 




[0 4 9 6] 



[0 4 9 7] 

£%m 4- (1 4) XirHJfcttl 1- (18) 0^»:*fC, %i^3 1 
- (3) ^fctLfcaHfrffc? Omg ( 1 5 0 ju m o 1 ) hT5 >fe[A-2 8]*» 



ffi|E# 2003-3097974 



^-v: 146/ 



[0 4 9 8] 

±555$ [3 7}-C^fl^t^<0^^ Y)Vr-?*&TK7r;-fo 
iH-NMR (DMSO-de) d I 1. 30-1. 80 (7 H, m), 2. 06 
-2. 93 (7H, m) , 3. 0 6 -3. 8 7 (1 0H, m) , 4. 25-4. 
39 (2H, m) , 5. 35 (1H, br s) , 7. 02 ( 1 H, s) , 7. 
19 (1H, s) , 7. 57 (1H, U 1=7. 2Hz) , 8. 03 (1H, 
d, J = 7. 2Hz) , 9. 30 (1H, d, J = 7. 2Hz) , 12. 9 (1 
H, s) . 

ma s s ! 5 4 8 (M+ 1 ) +. 



mmm s 8 

TiE5£[3 8] : 

[0 4 9 9] 

Mb i 8 i ] 




(1) 

[0 5 0 0] 



ffilE# 2003-3097974 



'Qftm 2002-313588 



^-vl 147/ 



Wfcl 8 2] 




[0 5 0 1] 

2 8 - ( 1 ) -e&htifcll ns#>WL4t2 OOmg (340^mol) t 
T<>MA-1 6]^«b> (2) O^ftfcifcCT, -hlBT^ K#2 5 

0 m g fcftfeBft:*: Lt#^ 



(2) 

[0 5 0 2] 
[fbl 8 3] 




[0 5 0 3] 

±15 ( 1 ) X''&btL?zT 5 Ff 1 9 0mg ( 0 . 2 6 mm o 1 ) SrSSffCvjSTF 
.m<b^^V>5. 0ml»U CtUCN— ^f/ueny^l 0 4 // L ( 
1. 0 4mmo 1) Ztox., - 7 SVkZft$$l,tz 0 £ ftfcSfrftX ;V 7 U 

;K7)^b^^l^>^^l . 04mL (0. 5M. 0. 5 2mmol) £— 7 8T; 



WliE# 2003-3097974 



.^r-M 2 0 0 2 -3 1 3 5 8 8 ^ ^- v I 148/ 



(3) 



[0 5 0 4] 




Hfcl 8 4] 



.OH 



[0 5 0 5] 

Hifeflll 1- (9) RtT. ^Jfcflll 4- (12) - (13) <7)2r£Ki£C, _t 
IS (2) ■eft?)ii^> , /'fVf"7 , /n^2 25mg (340//mol) 
, ±IB5!Mb#4 6 m g £3frfeE#fc \^X%tz 0 

(4) 

[0 5 0 6] 
Hfcl 8 5] 



[0 5 0 7] 

nifewi 4- (14) wf. mmi i- (is) <D-%m^mc ±sa (3) 

t#f>tl?tfft#7 0mg (15 0/zmol) fc7 5V#[A-2 3]*f>, 
ft-&»to[3 8] 4 lrngSrStf-feH^fctT^/So 

[0 5 0 8] 

iH-NMR (DMS0-d6) J : 1. 2 3-2. 2 5 (9H, m) , 2. 90 




H 



ffiiE#2 003-3097974 



^fM2 0 0 2 - 3 1 3 5 8 8 ^ ^-v'. 149/ 

-3. 14 (2H, m) , 3. 25 (3H, s) , 3. 2 8-3. 3 8 (2H, 
m) , 3. 4 3-3. 5 8 (2H, m) , 3. 6 3-3. 7 8 (2 H, m) , 4 
. 10-5. 10 (6 H, m) , 5. 43 (1H, br s), 7. 02-7. 
14 (1H, m) , 7. 3 2-7. 4 6 (1 H, m) , 7. 6 6-7. 7 5 (1 
H, m) , 8. 08-8. 18 ( 1 H, m) , 9. 4 6-9. 5 2 (1 H, m) 
, 12. 9 (1 H, s) . 
ma s s *. 5 4 8 (M+ 1 ) +. 



mMM3 9 
TiS5£[3 9] : 

[0 5 0 9] 
lit 1 8 6 ] 




[3 9] 



[0 5 10] 
[0 5 11] 

mnmi 4- (14) mmmi 1- (is) <D^m-mc, mnm3 s 

- (3) t#'bti^^4 6mg (10 0/umol) fc*^* U SW 
[0 5 12] 

iH-NMR (DMS0-d6) S : 2. 08-2. 33 (4H, m) , 3. 03 
-3. 80 (12H, m) , 3. 8 4-4. 0 3 (4H, m) , 4. 20-4. 



mSE# 2003-3097974 



m 2002-313588 ^ : 



55 (2H, m) , 5. 58 (1H, br s) , 7. 03 (1H, s) , 7. 
66 (1H, t, J=8. OHz) , 7. 89 (1H, s), 8. 07 (1H, 
d, J=8. OHz) , 9. 42 (1H, d, J = 8. OHz), 12. 9 (1 
H, s) . 

m a s s I 5 2 0 (M+ 1 ) +. 

mmm 4 0 

TIB5£[4 0]: 

[0 5 13] 
[itl 8 7] 



Me. 




H 

[4 O] 

[0 5 14] 



(1) 

[0 5 15] 
iitl 8 8] 



Me 




SEM 



[0 5 16] 

HW1114- (2) T^#<bfr£#;V**>®H£6. 61g (8. 88mmol) 
tj. Med. Chem. , 2 5 (8) 9 6 4 (1 9 8 2) &## 



tBfiE# 2003-30979 



12002-313588 



151/ 



) ~ (5) <7)^t;$CT, _t|B^-t^^b#2. oigm@IlJttt# 
(2) 

[0 5 17] 
[Ifcl 8 9] 



Me 




[0 5 18] 

mmmn- (5) ~ (6) (D^m-mtr, ±m d) -e^^^^-t^m 

<b#5 2 9mg (8 8 0 //mo 1 ) *S>, ±|B7-fe ^ ii /M*>»M*4 6 4 m g £ 
(3) 

[0 5 19] 
Hfcl 9 0] 



Me 




SEM 



[0 5 2 0] 

±IB (2) ■CWf>*L^9-t^*^^>Blfr4 6 4mg (8 2 0 //mo 1 ) £x 
b7kKn77^5 0mLi3iy f N, N-vVf^*^^ T5K14mL 

Lfc^ i , i ' — * ;v**-;vtr* - 1 h — 4 ^ 1 9 9 m g ( 1 . 23 

mmo 1) fcfinx., lmXffi&LtZo #f>tt7tEf&^^r b 9 t K 



ffiSE#2 003-3097974 



* 



120 0 2-3 13 58 8 




^-v : 152/ 



n*-)^Jf)A3 5. 6mg (1. 6 4 mm o 1 ) £inx.> MMTC 3 053^3f 
#L£ 0 Sfcfc^h^fc Kn#*Biy^*A3 5. 6mg (1 

. 6 4mmol) fcifllx., M"C 3 0 £*M*# U ^nn*^A5 OmLtJnx. 

Lfc^/l^^^U »fc*Lfc»j|E*ttft*?-l'>3 OmL£J: 
^nn*;VA3 OmL«Lf;o Z. <Dmmz-W4t~? > # > 2 1 4m g (2 
. 4 5mmo 1) £inx.T^SKT 2 B#P«# Ltz 0 ft h titzEJ&fo* * ? 4 h 

TflMttU ±|B9-fe^^^v ? ^T;V^-;Vfr2 9 8mg £SWfeB#fc L"C#fc 



[0 5 2 2] 

±SE (3) Ti#f)tLfc7-b5^>v;VT^3-;l/#2 9 8mg (5 4 0 ^mo 
1) ^nn*W2 0mLCiiU riik^yf >4 6 8mg (5. 3 8m 
mo 1) *1)UZ-X, mUKX 1 lB#H«#Lfco W?>*tfcRj&«[**9 * 

^ T^rt K#17 5mg £SI»fe@#fc UT#fCo 



(4) 



[0 5 2 1] 



Mbi 9 i] 




Me 



SEM 



(5) 



[0 5 2 3] 



ffisE# 2003-3097974 



* 



12002-313588 




^- v : 153/ 



litl 9 2] 



Me 




SEM 



[0 5 2 4] 

±|B (4) X^hfitz^ J tS.T)^v'^ K#10 0mg (1 8 O^mo 1) t\£ 
n'Jy^ni/zL (1 . 4 5mmo 1 ) tf>^ nn-t^A)§I2 OmLC> 
Sl&5 0mg (3 6 4 /zmol) tvTn'J t Ka*^tfV)A4 7mg 

(7 2 6 //mo 1) <7)^^y-;V"^2. 4 2mL^JDx, Ei^T 1 2 B#ITO 

£ J: TOfP^TKT^^- L tz o ^$£6 * &7MiB^ ^ * v 9 ^ -C«£*M£« W! t fc 
(6) 

[0 5 2 5] 
Mb 1 9 3 ] 



[0 5 2 6] 

(6) ^feicmc-c, ±ffi (5) -e^Jb^^-t^^o-v^T^ 

^70mg (1 2 0/zmo 1) frb, 7* <feX~$>Z> lWft^(l[4 0] 4 9 




H 



£BSE# 2003-3097974 



^12 0 0 2 - 3 1 3 5 8 8 ^ ^-v : 154/ 

[0 5 2 7] 

iH-NMR ( DMSO-d 6 ) $ I 1 . 24 (3H, d, J=6. 6Hz) , 
1. 8 0-2. 0 8 (1 OH, m) , 3. 0 5 — 3. 12 (2H, m) , 3. 3 
8 — 3. 45 (2H, m), 4. 14-4. 21 (1H, m), 4. 43-4. 
52 (3H, m) , 4. 5 8-4. 6 3 (1 H, m) , 7. 06 (1H, s) , 
7. 39 (1H, s) , 7. 65 (1H, t, J = 7. 8Hz) , 8. 06 (1 
H, d, J = 7. 8Hz) , 9. 45 (1H, d, J = 7. 8Hz) , 10. 8 

(1H, b r s) , 1 3. 0 (1 H, s) . 
ma s s : 4 7 7 (M+ 1 ) +. 



mam 4 1 

TfB:£[4 1] : 

[0 5 2 81 
Ut 1 9 4 ] 




H [41] 



[0 5 2 9] 
[0 5 3 0] 

^4 0- (4) •C#f>tL^7-b5 7;VftK#2 0mg (3 6//mol) 
fc^/M* 1 ; ^ftW4 0- (5) ~ (6) o*ftJ:i|C, ?<ts#-e*a 

S^ll[4 1] 1 2mg&!t*i'fe©#£ tT#/c 0 

[0 5 3 1] 



fcBSE# 2003-3097974 



QfM 2 0 0 2 - 3 1 3 5 8 8 ^ ^-v I 155/ 

lH-NMR ( DMSO-de) S I 1. 2 2 (3H, d, J = 6. 3 Hz) , 
1. 76 — 1. 97 (4H, m), 2. 24-2. 43 (2 H, m), 3. 11 
— 3. 2 9 (4H, m) , 3. 8 1—3. 9 5 (4H, m) , 4. 11-4. 1 
7 (1H, m) , 4. 41-4. 47 (3H, m) , 4. 5 6-4. 5 9 (1 H 
, m) , 7. 02 (1H, s) , 7. 49 (1H, s) , 7. 60 (1H, t, 
J = 7. 8Hz), 8. 01 (1H, d, J = 7. 8Hz), 9. 44 (1H, 
d, J = 7. 8Hz), 11. 5 (1H, br s),13. O(lH.s). 
ma s s 1 4 9 3 (M+ 1 ) +. 



nnm 4 2 

Tffi5£[4 2] : 

[0 5 3 2] 
Htl 9 5] 



Me 




[4 2] 



[0 5 3 3] 
[0 5 3 4] 

mmmiA- (14) Rtrnasm- (6) mrnm^o- (3 

) t 1 fte»iifc5-b^>'Wfl/3-A'#17 7mg (140/tmo 1) £4- 
**-/H^V ^-fe^#tr*<2>gfiMb^[4 2] 4 0mg*St«fe@ 

[0 5 3 5] 



ffiiE# 2003-3097974 



0 0 2 - 3 1 3 5 8 8 ^ ^-v". 156/ 



1H-NMR ( DMS0-d6) 8 I 0. 9 1 (3H, d, J = 6. 3 Hz) , 
1. 24 (3H, d, J=6. 9Hz) , 1. 3 8- 1. 6 4 (4H, m) , 1 
. 74 — 2. 01 (5H, m) , 2. 2 5 — 2. 4 0 (2 H, m) , 2. 88- 
3. 00 (2H, m), 3. 11-3. 18 (1H, m), 3. 25-3. 45 
(1H, m), 4. 15-4. 22 (1H, m), 4. 33-4. 38 (2 H, 
m) , 4. 45-4. 51 (1H, m) , 4. 5 8-4. 6 4 (1 H, m) , 7 
. 04 (1H, s), 7. 34 (1H, s), 7. 66 (1H, t, J = 7. 8 
Hz) , 8. 07 (1H, d, J = 7. 8Hz) , 9. 45 (1H, d, J = 7 
. 8Hz) , 10. 1 (1H, br s), 13. 1 (1H, s). 
ma s s : 5 0 5 (M+ 1) +. 



mmm4 3 

Tffi^U 3] : 

[0 5 3 6] 
[4b 1 9 6] 




[0 5 3 7] 

(1) 

[0 5 3 8] 



ffiSE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A : 157/ 



Htl 9 7] 




[0 5 3 9] 

H»J4 0- (1) ^fcftfc^-fe^EHfrfcl 43mg (5 1 ^mo 1 ) £ h 
^x>l. 5mLi:#j»U N— ^fJl'^yV 1 3 6 fi L (12 2^mol 
) % (R) - (+) -2, 2' (y-4-h'J^^7^y) -1, 1* 

-tf^-7^;V9. 5mg (15^mol), (W;'JfV7*h» 
vV^v^A (0) ^nn5^;ixA#tJP#5. 3mg (5^mo 1) . h V 

^ At _y|.^.>K9. 8mg (1 0 2 m o 1 ) 8 O^T? 5 B#K* 

&Ltio nbfttzKmmmzmi&z-efijML, run 

fc?^y^>#3 0 m g SrH»fefS#fc LtHfc, 
(2) 

[0 5 4 0] 
[ftl 9 8] 



Me 




[0 5 4 1] 

(6) (OXmizmC, ±12 (1) ^^9*^6-^5^ 
#3 Omg (4 8 //mo 1) 9-fe3#-C*& BBKb^WU 3] 1 lmg 



ffilE# 2003-3097974 



0S2OO 2-3 1 3 5 8 8 ^ ^-vl 158/ 

[0 5 4 2] 

iH-NMR ( DMSO-d 6 ) $ I 1- 22 (3H, d, J = 6. 6Hz) , 
1. 7 8- 1. 9 0 (4H, m) , 2. 2 3 — 2. 3 9 (2 H, m) , 2. 83 

(3H,d, J = 3. 9Hz), 3. 14-3. 39 (6H, m) , 3. 96- 
4. 11 (3H, m), 4. 38-4. 44 (1 H, m) , 4. 53-4. 58 

(1H, m) , 6. 3 1 (1H, s) , 6. 6 8 (1H, s) , 7. 5 7 (1H 
, t, J = 7. 8Hz), 7. 94 (1H, d, 1=7. 8Hz), 9. 27 ( 
1H, d, J=7. 8Hz), 10. 9 (1H, br s), 12. 5 (1H 
, s) . 

mass : 4 9 2 (M+ 1 ) +. 



mmm 4 4 

TfB^[4 4] : 

[0 5 4 3] 
Hfcl 9 9] 




[0 5 4 4] 



(1) 

[0 5 4 5] 



tiiiE#2 003-3097974 




159/ 



[0 5 4 6] 

mmmi 1- (4) ^»J4 0- cd -c&fctLfc^-fesJBMt 

#1 1 6mg (1 3 9 ^mo 1 ) tf*»b> _tfS7-b^ tr-;Wfc6 Omg?:tfe@# 
(2) 

[0 5 4 7] 
Mb 2 0 1] 



Me 




[0 5 4 8] 

±15 (1) 1?KHb*lfc9-te5 If-/Mfc2 3. 5mg (43/jmol) l^'D'J 
v>4mL£iJ0x.. itlt^ 1 2 OTCfcTKJS&ifc* 1 5 UtP^D!^ L£ 0 ^hfitzK 

(3) 

[0 5 4 9] 



tBiE# 2003-3097974 




^-v: 160/ 



[0 5 5 0] 

mrnmi- (6) <D-%m~mc, ±m (2) •c»e>*t^9*5trni;y->i/j. 

f-;M£6. 3mg (10^mol)^> ^^^&SK)iM[4 4] 2 
[0 5 5 1] 

lH-NMR ( DMS0-d6) 5 I 1. 23 (3H, d, J = 6. 3Hz) , 
1. 8 5 — 2. 0 2 (6H, m) , 2. 2 6- 2. 6 2 (4 H, m) , 3. 05 
— 3. 1 2 (2H, m) , 3. 2 5 — 3. 5 9 (6H, m) , 4. 10-4. 2 
5 (1H, m) , 4. 4 0-4. 4 8 (1 H, m) , 4. 5 4-4. 6 8 (1 H 
, m) , 6. 84 (1H, s) , 6. 98 (1H, s) , 7. 63 (1H, t, 
J = 7. 8Hz) , 8. 03 (1H, d, J = 7. 8Hz) , 9. 41 ( 1 H, 
d, J = 7. 8Hz), 10. 5 (1H, br s ) , 1 2 . 9 ( 1 H, s ) 

mass I 4 9 1 (M + 1 ) +. 



5 

Tifi:£[4 5] : 

[0 5 5 2] 



tBSE# 2003-3097974 



Mt-m.2 0 0 2-3 1 3 5 8 8 ^ ^-v: 161/ 




Mb 2 0 3] 



.OMe 



[4 5] 



[0 5 5 3] 

(1) 

[0 5 5 4] 
Hb2 0 4] 



[0 5 5 5] 

H»J3 1- (3) t#f)^iftfrl8. 9rag (4 2/zmol) ££^3 
•Mb**"* 4 ju L (6 3 /*mo 1 ) N, N-y7f;^;VA7< Kl 0m 

LKmmLtzo zommz, fmr> h;** 2. o mg (6o%itt 

, 5 0^mol) frill*., *<DT§Lm-C2#?®m¥Lfco ?t)i:3W^H2 
^L(189^mol). TKSffb^ Omg (60 %#M*L 150// 

mo i) ^^T-einx., Mza-e7B#F^m#t/co #"b^^s^^fp^b 

^;M£ 15. 6 m g t ft^-fef*^ t Itftfco 




(2) 



[0 5 5 6] 



{±iliE#2 003-3097974 



4flfeM2 002-313588 A ^~ v : 162/ 



[ft 2 0 5] 




[0 5 5 7] 

mmmi 1- (is) o^citct, ±12 (1) -c#&*ufc* 

#15. 6mg (3 3 yumo 1) ^«b> @GMfc^[4 5] 6. 9mg^fe 
[0 5 5 81 

iH-NMR ( DMSO-d 6 ) a *. 1. 9 3 — 2. 0 6 (1 H, m) , 2. 2 
1 — 2. 30 (1H, m) , 2. 72-3. 16 (4H, m) , 3. 25 — 3. 
4 5 (4H, m) , 3. 5 9 — 4. 1 0 (2H, m) , 4. 10-4.15(1 
H, m) , 4. 4 6-4. 5 5 (2 H, m) , 5. 3 3-5. 4 3 (1 H, m) 
, 6. 7 8 — 7. 0 4 (2 H, m) , 7. 54 — 7. 71 ( 1 H, m) , 8 . 0 
0 — 8. 12 (1H, m) , 9. 31 (1H, br s) , 12. 8 ( 1 H, 
s) . 

ma s s : 4 5 1 (M+ 1 ) +. 



mmm 4 6 

Tffi:£[4 6] : 

[0 5 5 9] 



i£JliE# 2003-3097974 



ffl|pM2 0 0 2 - 3 1 3 5 8 8 A I 163/ 



[it 2 0 6] 

U- IN 

H [46] 
[0 5 6 0] 

(1) 

[0 5 6 1] 
[it2 0 7] 




[0 5 6 2] 

HMMll- (9) -e#f)*i/:*M'>i#9 4 4mg (2. Ommo l)fc 
HK7y>MA-l 8]^, *atf*l 1- (1 0) ~ (1 2) O^ttCiCt 



(2) 

[0 5 6 3] 
[ft 2 0 8 ] 




[0 5 6 4] 




ffiSE# 2003-3097974 



m 2002-313588 



# 



<*-*Jl 164/ 



mmmi 1 - o) o^Kmc, _lib'(i) 3 -'fv^v 1 ;^ 

(3) 

[0 5 6 5] 
[ft 2 0 9] 



[0 5 6 6] 

_hffi (2) t#?>iflfc7;V3-^5 3 1 (9 4 0 ^mo Dh^'jy^ 

mmmi i- (u) ~ (is) o^tuc-c, awft-frwu 6] 9 5 
m g im^mmn t lt#^ 0 

[0 5 6 7] 

1H-NMR (DMSO-d6) 5 11.3 0- 1. 44 (1 H, m) , 1.48 
(3H, d, J = 6. 0Hz) , 1. 6 5-2. 0 0 (1 0H, m) , 2 . 0 5 
-2. 15 (1H, m) , 2. 8 2-2. 9 6 (2 H, m) , 3. 20-3. 2 
8 (1H, m) , 3. 3 0-3. 3 8 (1 H, m) , 3. 8 6 -3. 9 8 (1 H 
, m) , 4. 12-4. 22 (1H, m), 4. 24-4. 34 (1 H, m), 
4. 36-4. 44 (1 H, m), 4. 76-4. 88 (1 H, m), 6. 95 
(1H, s) , 7. 17 (1H, t, J = 8. 0Hz) , 7. 45 (1H, s) 
, 7. 83 (1H, d, J=8. 0Hz) , 9. 22 (1H, d, J=8. OH 
z), 10. 8-10. 9 (1H, br s) , 11. 4 (1H, s) , 12. 
8 (1H, s) . 
ma s s I 4 7 4 (M+ 1 ) +. 




ffiiE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A ^-v: 165/ 



mm 4 7 

TfB5£[4 7] : 

[0 5 6 8] 
[ft 2 1 0] 




[0 5 6 9] 
[0 5 7 0] 



[0 5 7 1] 

±ifi5£[4 7]T*7F£*L&ft£^X^ h/U7 , -**:&Tfc^-to 
1H-NMR (DMSO-d 6 ) 5:1. 3 0-1. 4 4 (1 H, m) , 1. 48 
(3H, d, J = 6. 0Hz) , 1. 6 5-2. 0 0 (1 0H, m) , 2. 05 
-2. 15 (1H, m) , 2. 8 2 -2. 9 6 (2 H, m) , 3. 20-3. 2 
8 (1H, m) , 3. 3 0-3. 3 8 (1 H, m) , 3. 8 6-3. 9 8 (1 H 
, m) , 4. 12-4. 22 ( 1 H, m) , 4. 24-4. 34 ( 1 H, m) , 
4. 3 6-4. 4 4 (1 H, m) , 4. 7 6-4. 8 8 (1 H, m) , 6. 95 

(1H, s) , 7. 17 (1H, t, J = 8. 0Hz) , 7. 45 (1H, s) 
, 7. 83 (1H, d, J=8. 0Hz) , 9. 22 (1H, d, J = 8. OH 
z) , 10. 8-10. 9 (1H, br s), 11. 4 (1H, s), 12. 
8 (1H, s) . 
ma s s : 4 7 4 (M+ 1 ) + 



ittiE# 2003-3097974 



m 2002-313588 



«^-v : 166/ 



mmmA 8 

TflBsSU 8] : 

[0 5 7 2] 
[ft 2 1 1] 




[0 5 7 3] 



(1) 



[0 5 7 4] 
[it 2 1 2] 




[0 5 7 5] 

g^|f 0 2/0 2 5 5 0^>7Vf h <D&Mffl 1 10-2) *##^L 
•C-toKLfc#;m?>BM*2 OOmg (367yumol) W^nn^VAil5m 
Lie, h'JiW^^l 67^L (1. 20mmol) S«2-^nn- 
1, 3-y^f;V^r/'J^')A10 2mg (6 0 2 //L) £il]X-> lO^FI 
J^Lfco :©«tF7y>MA-20]2 7 5mg (6 0 2 ^L 

*I!»U ±151: K7v K#2 1 3 m g ^M^tSi^t LTWfco 

(2) 



tBSE# 2003-3097974 



12002-3 13 588 



^-v! 167/ 



[0 5 7 6] 



[It 2 1 3] 




.OH 



[0 5 7 7] 

±13 (1) X^btifz \L K v ; J K#50mg (50. 9 fx m o 1 ) 1 0 % 

tiikML, nbihtztrnzmm?*-? vy?7 * -■ e m u _l t am b o c # 2 

8 m g £ 1 LX'&tZo 

(3) 

[0 5 7 8] 
Ht2 1 4] 



[0 5 7 9] 

^»011- (12) (D^m^mC, ±ffi (2) Ti#^^cJMBo c#:2 8m 
g^<b. j-^a-^^/ijy^Hmg (2 7^mol) 




SEM 



(4) 



[0 5 8 0] 



£tJIE# 2003-3097974 



H2 002-313588 ^ ^-v : 168/ 



[it 2 1 5] 




[0 5 8 1] 

(5) ~ (e) oum-mtx, ±ib (3) x^hfitzz-^^r 

J yfo\ 4mg (2 7 ^mo 1 ) frh, BWft^[4 8] 8mg*ftfe@ 
[0 5 8 2] 

±155* [4 8]^$WMO^^^ f^f-^^J^T^to 
iH-NMR (DMS0-d 6 ) * I 1. 7 3-2. 10 (6 H, m), 4. 00 
-4. 11 (2H, m) , 4. 15-4. 23 (2H, m) , 6. 84-6. 9 
0 (2H, m) , 7. 17 (1H, t, J=7. 7Hz) , 7. 45 (1H, t 
, J=8. 2Hz), 7. 83 (1H, d, J=7. 7Hz), 9. 24 (1H 
, d, J = 7. 7Hz), 11. 6 (1H, s) , 1 2. 6 ( 1 H, br s) 

ma s s : 3 6 3 (M+ 1) + 



|H»0 4 9 
T!B5£[4 9] : 

[0 5 8 3] 



mfE#2 003-3097974 




^-v*: 169/ 



H [4 9] 
[0 5 8 4] 



(1) 

[0 5 8 5] 
[ft 2 1 7] 




SEM 



[0 5 8 6] 

#:10. Og (mmol) ^<b. ±fS*;V^>m#8. 4 2gtif^J:L 
(2) 

[0 5 8 7] 
[ft2 1 8] 



Me 




SEM 



[0 5 8 8] 



t±iliE# 2003-3097974 



2002-3135, 8 8 ^ ^- v I 170/ 

±IB (1) T^fctifca/M^SMfcl 5. 6mg (3 3/imol) fc^-fe^t: 
K9^>#[A-2 1]*^ ^»J4 8- (1) ~ (4) W ? n^>f * Mb* 



(3) 

[0 5 8 9] 
Mb 2 1 9] 




[0 5 9 0] 

_hfS (2) f#?)^7-fe5mk#l 9 2mg (3 2 6 //mo 1 ) ^> 
«14- (5) ~ (6) JilB^-feSa/M^flMfrl 88mg^t 

(4) 

[0 5 9 1] 
Mb 2 2 0] 



Me 




SEM 



[0 5 9 2] 

±13 (3) t?#<bttfc9-fe5 tf^jtf^BMfcl 8 8mg (3 4 0 ^mo 1) £t 
h9HKD79 , /10mLi:»»U^ 1. 1' -*M'^^-lH-f 
5^/-;V83mg (510//mol) **Px.> IICTI 7«fHl»Lfco ft 



ffi!iE#2 003-3097974 



0 0 2 - 3 1 3 5 8 8 ^ ^- v : 171/ 



f>^S£#ti:f h 9 1 Kn * f V ^ ^ 2 6 m g (6 8 0 ^mol) 
l/y6mLt:iHU 3 3mg (1. 5 3mmol) Srflnx-T 

(5) 

[0 5 9 3] 
[ft 2 2 1] 



Me. 




10 5 9 4] 

±15(4) -e#^>tL/i^-fe5 T;w-rvi K#:2 2mg (41/jmol) fctfn*; 

v>frh, mmmAo— (5) ~ (6) ^ciict, ^-t^^-e^^s^b 

[0 5 9 5] 

JtfS5S;[4 9]T^$tL^>ft;^^^^^ Y)\sT-9 ^Jiir^-t-o 
1H-NMR ( DMS0-d 6 ) * : 1. 0 5 (3H, d, J = 5. 7 Hz) , 

1. 71 — 1. 85 (6H, m), 1. 92-2. 17 (4H, m), 2. 96 
— 3. 05 (2H, m) , 3. 2 5 — 3. 4 5 (2 H, m) , 4. 08-4. 1 

5 (1H, m) , 4. 31-4. 39 (3H, m) , 4. 4 8-4. 5 4 (1 H 



ffi!E# 2003-3097974 



2 0 0 2-3 1 3 5 8 8 A '• 172/ 



, m) , 6. 95 (1H, s) , 7. 16 (1H, t, J = 7. 8Hz) , 7. 
35 (1H, s) , 7. 75 (1H, d, J=7. 8Hz) , 9. 02 (1H, 
d, J = 7. 8Hz) , 10. 5 (1H, br s) , 10. 9 (1H, s) 
, 12. 8 (1 H, s) . 
ma s s I 4 6 0 (M+ 1) +. 



mum 5 0 

Tia^;[5 0] : 

[0 5 9 6] 
[ft 2 2 2] 




[0 5 9 7] 
[0 5 9 8] 

HifcflUO— (5) - (6) O^K^CT, (4) t'&bfrtz 

7-b5 7;VfliK#10 2mg (16 9/imol) fc^';^*e», 
•C* h B iKKb^tf [50] 7 9 m g t LT#£o 

[0 5 9 9] 

iH-NMR (DMSO-d6) * : 1. 14 (3H, d, J = 6. 0Hz), 
1. 7 5—1. 8 6 (1 0H, m) , 2. 05-2. 19 (2H, m) , 2 . 8 
8 — 2. 95 (2H, m) , 3. 2 5 — 3. 5 6 (2 H, m) , 4. 17-4. 
24 (1H, m) , 4. 3 2-4. 4 6 (3H, m) , 4. 5 6-4. 7 3 (1 



IHliE# 2003-3097974 



002-313588 



^-v: 173/ 



H, m) , 7. 04 (1H, s) , 7. 25 (1H, t, J = 7. 8Hz) , 7 
. 46 (1H, s) , 7. 85 (1H, d, J = 7. 8Hz) , 9. 10 (1H 
, d, J = 7. 8Hz), 10. 2 (1H, br s) , 1 1. 0 (1H, s 
) , 12. 9 (1 H, s) . 
ma s s : 4 7 4 (M+ 1) +. 



5 1 

Tf55£[5 1] : 

[0 6 0 0] 
[ft 2 2 3] 




H [51] 



[0 6 0 1] 

(i) 

[0 6 0 2] 
[ft 2 2 4] 




[0 6 0 3] 

|5iW4 9- (1) ^i#^fr£#;V**>IM$2. 48 g (3. 8 7mmol) 
3&^> ^WJ4 8- (1) ~ (4) <07^Dt^ ?Mfc2 
4 _ ( 5 ) _ ( 6 ) ictpD-C, _bfB#;v*KV®^5 8 Omg^feif^t L 



ttlSE# 2003-3097974 



M2 002-313588 ^ ^-v : 174/ 



X%tz 0 



(2) 

[0 6 0 4] 
[ffc2 2 5] 




SEM 



[0 6 0 5] 

±IB (1) "e#t>^:*;V5K^#5 8 0mg (1. 0 8mmol) $:f f7 
tKn77>60mL^J: OHSU N— 75 F6 0mL I'vtft? Lfc 
Ik 1, 1 ' — #;VsK—/Hf*- 1 H— ' f ^ ^V*-;V2 6 2mg (1. 62 mm 

o i) zimx., eo x:\zxs ofrmmWL, »^x. iscti ii$m*#L;fc 

o #f>^Rlc;.M^f h 7 l; Kn^-7f 'J f A 4 7 mg (2. 16mmol 
) £tjnx. Mi&t?3 05HB«#Lfco -<7^£ ^K, uORSMC7 h 9 K 
n*7i'Jf7A 5 0 0mg (2 3mmol) ^UDx.^ ^iS-e 1 Bf ^313$ U * 
nn^A 1 0 QmL^M^o £©»fc£ftffnatffc7 AtK?£?£ 

5 0mL^Snx., ^nn^;VA-CJ4ttiL^o *«W*ISfflJca*"Ct5fei*-L*:^ 

fc*Lfc5$afc£*nn*;VA 1 0 0mLi:j|IU;. #^>tL/d#^^— ^tT 
>2 8 2mg (3. 2 4mmol) fcimfc.-CMfcT 1 H#W«S*L;fco iORjS 

^77^-l:tiIU jtfB^>v;vr^3-;v#3 2 0mg5:tfeffrtLt 
(3) 

[0 6 0 6] 



ttiaE# 2003-3097974 



002-313588 



[ft 2 2 6] 




[0 6 0 7] 

±12(2) -C#^*Lfc^>v;V7;V3-;^8 8mg (168/jmol) tV? 

^>;v>^<b. l- (17) mmi- (e) o^i-mc s 

[0 6 0 8] 

±IS^[5 l]^£*t&ft£-%<7)*^ h/l/^-^fc&Tfc^to 
lH-NMR ( DMS0-d 6 ) d I 1 . 3 5—1. 4 0 (1 H, m) , 1. 6 
6-2. 26(11 H, m), 2. 8 8 — 2. 9 4 (2H, m) , 3. 2 5 — 3 
. 45 (2H, m) , 4. 04-4. 10 (2H, m) , 4. 2 4-4. 3 0 ( 
2H, m) , 4. 31-4. 37 (2H, m) , 7. 00 (1H, s) , 7. 2 
1 (1H, t, J = 7. 8Hz) , 7. 30 (1H, s) , 7. 87 (1H, d 
, J = 7. 8Hz), 9. 26 (1H, d, J=7. 8Hz). 10. 3 (1H 
, b r s) , 1 1. 6 (1H, s) , 1 2. 9 ( 1 H, s) . 
mass : 4 6 0 (M+ 1 ) +. 



mm 5 2 

Tifi:£[5 2] : 

[0 6 0 9] 



mSE# 2003-3097974 




st.-z? : 176/ 



[5 2] 



[0 6 10] 
10 6 11] 

^IW!!5 1- (2) -et#f?tL7t^>v^T;Vn-;V#6 6mg ( 1 2 7 // m o 
1) fc if emj liMl l- (17) £?m&feia!l- (6) 

[0 6 12] 

±ia^:[5 2]T^£fr£lfc£-tJ?>*^? wvt*-* £J*tfk^i-o 

lH-NMR ( DMSO-d 6 ) * I 1. 8 3 — 1. 9 0 (6H, m) , 1. 9 
2-2. 03 (4H, m) , 3. 03 — 3. 10 (2H, m) , 3. 36 — 3. 
44 (2H, m) , 4. 0 5-4. 0 9 (2H, m) , 4. 2 2-4. 2 6 (2 
H, m) , 4. 4 1-4. 4 3 (2H, m) , 7. 0 0 (1H, s) , 7. 19 
(1H, t, J = 7. 8Hz) , 7. 33 (1H, s) , 7. 85 (1H, d, 
J = 7. 8Hz), 9. 25 (1H, d, J = 7. 8Hz), 11. 0 (1H 
, br s) , 1 1. 6 (1H, s) , 1 2. 9 (1H, s) . 
ma s s : 4 4 6 (M+ 1) +. 



mm 5 3 

TIB^:[5 3] : 

[0 6 13] 



tfSSE# 2003-3097974 




: 177/ 



H [5 3] 



[0 6 14] 
[0 6 15] 

mmmn- (17) rw\ mmmi- (6) <D-%mzmc. mmmsi- ( 

2) T# P> tL^:^ > y ^ 7 ;v 3 - 1 0 m g (l9^mol) t^frftV >fr 
<p> S»-fk#W[5 3] 7mg ^mftfe@#t LT#/Co 

[0 6 16] 

_tiB5£[5 3]^£*L<Mfc£^<Z>*^* h;l/T-*-^^J^T^i-o 
1H-NMR ( DMS0-d6) * : 1. 8 1 — 1. 9 5 (4H, m) , 2. 0 
4-2. 2 6 (2H, m) , 3. 11—3. 2 1 (4H, m) , 3. 6 9 — 3. 
81 (2H, m) , 3. 91-3. 99 (2H, m), 4. 05-4. 10 (2 
H, m) , 4. 2 6-4. 3 1 (2H, m) , 4. 4 1-4. 4 6 (2H, m) 
, 7. 02 (1H, s) , 7. 21 (1H, t, J = 7. 8Hz) , 7. 26 ( 
1H, s) , 7. 88 (1H, d, J = 7. 8Hz) , 9. 28 (1H, d, J 
= 7. 8Hz), 10. 7 (1H, br s), 11. 6 (1H, s), 12 
. 9 (1H, s) . 
ma s s : 4 6 2 (M+ 1 ) +. 



$mm 5 4 

TiB5£[5 4] I 

[0 6 17] 



ttiSE#2 003-3097974 




178/ 



[5 4] Me 



[0 6 18] 
[0 6 19] 

mmm n - (n) rz>\ mmm i - (6) 5 1 - 

(2) -e#ibtt7t^>v^T^3-;V#l Omg (19/imol) 

e^v^vo^-tsfltf^ 9* ^#-e^^iaMk^[5 4] 6mg£»t-fe 

[0 6 2 0] 

iH-NMR ( DMS O - d6) 1 • 36 — 1. 50 (3H, m) , 1 . 6 
6 — 1. 92 (10H, m) , 1. 9 4- 2. 0 8 <2H, m) , 2. 71 — 2 
. 82 (1H, m), 3. 0 1 — 3. 11 (2 H, m), 4. 03-4. 13 ( 
3H, m) , 4. 2 3-4. 3 5 (2 H, m) , 4. 71-4. 77 (1H, m 
) , 6. 99-7. 18 (1H, m) , 7. 21 (1H, t, J=7. 8Hz) 
, 7. 31-7. 40 (1H, m) , 7. 87 (1H, d, J = 7. 8Hz) , 
9. 26 (1H, d, J = 7. 8Hz), 10. 2 (1H, br s), 11. 
6 (1 H, s) , 12. 9 (1H, s) . 
m a s s : 4 7 4 (M+ 1 ) +. 



mmm 5 5 

ria^;[5 5] : 



tBliE# 2003-3097974 



■ffi 2002-313588 



^-v : 179/ 



[0 6 2 1] 
Hfc2 3 0] 




Me 



H 

[5 5] 



[0 6 2 2] 

"CTfiZtl <0&J&o 
[0 6 2 3] 

mmmn- (n) R^mmmi- (6) uimmsi- (2 

) t#?)tL^>v;V7;V3-;^l Omg (19/imol) t 3 
[0 6 2 4] 

iH-NMR (DMSO-d6) : 0. 86 (3H, d, J=6. 6 Hz) , 
1. 7 5 — 2. 12 (11H, m), 3. 2 0 — 3. 4 0 (4H, m) , 4. 0 
4-4. 10 (2H, m) , 4. 2 5-4. 2 8 (2 H, m) , 4. 32-4. 
34 (2H, m) , 6. 99 (1H, s) , 7. 20 (1H, t, J = 7. 8H 
z) , 7. 32 (1H, s) , 7. 87 (1H, d, J = 7. 8Hz) , 9. 2 
6 (1H, d, J = 7. 8Hz) , 10. 4 (1H, br s) , 1 1. 6 ( 
1 H, s) , 12. 9 (1 H, s) . 
ma s s : 4 7 4 (M+ 1 ) +. 



mnn 5 6 

TfB:£[5 6] : 



HilE# 2003-3097974 



2002-313588 A • 18 °/ 



[0 6 2 5] 
[ft 2 3 1] 




[56] 
[0 6 2 6] 

[0 6 2 7] 

mmmn- (17) xirnttfli 1 - (6) <D-%m~mi, mmmsi- (2 

) -^%hfitz^yV)VT)Vn~)V^fl Omg (19/amol) i:3-^>^rv* 
;V^r-;vtf^U v><7>9*t Sfl^fc. 7-b5#f*^gWib^l[5 6] 8mg 

[0 6 2 8] 

_hffi^:C5 6]-e^^^<k^<7)X^^ h;Vr--^^^Tl^i-o 
1H-NMR (DMSO-d 6 ) 8 : 1. 17 (3H, t, J =7. 2Hz), 
1. 4 4 — 1. 4 9 (1 H, m) , 1. 7 2 — 1. 9 7 (6H, m) , 2 . 0 1 
— 2. 12 (3H, m) , 2. 8 9 — 3. 0 9 (4H, m) , 3. 50-3. 5 
8 (1H, mj , 4. 04-4. 12 (4H, m) , 4. 25-4. 31 (2H 
, m) , 4. 4 0-4. 4 4 (2 H, m) , 7. 01 (1H, s) , 7. 22 ( 
1H, t, J = 7. 8Hz) , 7. 24 (1H, s) , 7. 89 (1H, d, J 
= 7. 8Hz) , 9. 29 (1H, d, J = 7. 8Hz) , 10. 3 (1H, 
b r s) , 1 1. 6 (1 H, s) , 1 2. 9 (1 H, s) . 
ma s s : 5 3 2 (M+ 1 ) +. 



mmm 5 7 

Tifi5£[5 7] : 



tliiE# 2003-3097974 



2 002-313588 



181/ 



[0 6 2 9] 
Mb 2 3 2] 




[57] ^OMe 



[0 6 3 0] 
[0 6 3 1] 

«%0oi l- d7) i^nwi- (6) <7)^i:*^ mmmsi - (2 

) t#?)iif:^>v>7iV3-;vf 1 Omg ( 1 9 fx m o 1 ) (S) — 2 — * 



[0 6 3 2] 

iH-NMR ( DMSO-d 6 ) B \ \ . 6 7 — 2. 0 7 (9H, m) , 2. 1 
2 — 2. 25 (1H, m) , 3. 0 6-3. 2 8 (2 H, m) , 3. 32 (3H 
, s) , 3. 6 6 — 3. 9 2 (3 H, m) , 3. 95 — 4. 10 (2H, m) , 
4. 11-4. 34 (3H, m) , 4. 57-4. 63 (1 H, m), 6. 97 
(1H, s) , 7. 1 6 (1H, t, J = 7. 8Hz) , 7. 2 9-7. 6 9 ( 
1H, m) , 7. 83 (1H, d, J = 7. 8Hz) , 9. 21 (1H, d, J 
= 7. 8Hz), 10. 8 (1H, b r s) , 11. 5(1H, s) , 1 2 
. 8 (1H, s) . 
ma s s I 4 9 0 (M+ 1 ) +. 



-mm\ 5 8 



tiiliE# 2003-3097974 



m 2002-313588 




^-y: 182/ 



Tia^:[5 8] : 

[0 6 3 3] 
[ft 2 3 3] 




o 



N' 



H [5 8] 

[0 6 3 4] 
[0 6 3 5] 

^j&aii l- d7) xiraafcm- (6) (D^m^mcxmmm5i- (2 

) t#f)*i^>'»7JV3-;Vf 1 Omg (19/zmo 1) £ (R) -2-;* 
h^^^fjVlfn'J v>^fb, @lftft^[5 8] 9mg&#f*fe®#^ 

[0 6 3 6] 

_tffi:£[5 8]^£^&ft^t/?>*^ h/l^-^fc&TK^to 
iH-NMR ( DMSO-d6) $ ' 1- 6 8 — 2. 2 0(1 OH, m) , 3. 
12-3. 19 (2H, m) , 3. 32 (3H, s) , 3. 61-3. 83 (3 
H, m) , 4. 0 3 — 4. 0 6 (2 H, m) , 4. 2 2 -4. 3 4 (3H, m) 
, 4. 5 8-4. 6 3 (1 H, m) , 7. 00 (1H, s) , 7. 19 (1H, 
t, J = 7. 8Hz) , 7. 29 (1H, m) , 7. 83 (1H, d, J = 7. 
8Hz), 9. 25 (1H, d, J = 7. 8Hz), 10. 6 (1H, br 
s) , 11. 6 (1H, s) , 12. 9 (1H, s) . 
ma s s : 4 9 0 (M+ 1) +. 



5 9 

Tffi^:[5 9] : 



mSE# 2003-3097974 



€2 0 0 2-3 1 3 5 8 8 ^ ^- v : 183/ 



[0 6 3 7] 
[ft2 3 4] 




[0 6 3 8] 
[0 6 3 9] 

mmmn- d7) Rzfmmmi- (e) <D*mmc, mmmsi- (2 

) T*||fjtLM>yJl'7^3-;V#l Omg ( 1 9 /* m o 1 ) t^-^-^l'* U > 
[0 6 4 0] 

±ffi5£[5 9]T^£^£tt#^0*^ h;l/-r*-^^J^T^t-o 
1H-NMR ( DMSO-d 6 ) * : 1. 8 3 — 1. 9 0 (4 H, m) , 2. 0 
3-2. 08 (2H, m) , 2. 71 — 2. 87 (2H, m) , 3. 05 — 3. 
21 (2H, m) , 3. 4 0 — 3. 4 5 (2 H, m) , 3. 5 6 — 3. 7 5 (2 
H, m), 4. 05-4. 11 (2H, m) , 4. 23-4. 32 (2 H, m) 
, 4. 4 0-4. 4 9 (2 H, m) , 7. 02 (1H» s) , 7. 21 (1H, 
t, J = 7. 8Hz) , 7. 29 (1H, s) , 7. 88 (1H, d, J = 7. 
8Hz) , 9. 27 (1H, d, J=7. 8Hz) , 10. 7 (1H, br 
s) , 11. 6 (1 H, s) , 12. 9 (1 H, s) . 
ma s s ! 4 7 8 (M+ 1 ) +. 



mum e o 

TIB^:[6 0] 



ffiiE# 2003-3097974 



12 002-313588 



^-v: 184/ 



[0 6 4 1] 
[it2 3 5] 




H [6 0] 



[0 6 4 2] 
[0 6 4 3] 

mmmi i- d 7) Rvmrni- (6) ^51- (2 

) tH^M>'>WV3-^l Omg (19^mol) hT$>fe[A- 
2 9]^^, @6Mb^[60] 6mgmfe@#^tt#^ 

[0 6 4 4] 

1H-NMR ( DMSO-d6) 1 • 5 5 — 1. 6 5 (1 H, m) , 1 . 8 
1 — 1. 98 (5H, m) , 2. 0 2- 2. 2 7 (4H, m) , 2. 95 — 3. 
22 (5H, m) , 3. 26 (3H, s), 4. 0 5 — 4. 1 1 (2H, m) , 
4. 2 5 — 4. 3 0 (2H, m) , 4. 3 5-4. 4 2 (2 H, m) , 7. 00 
— 7. 04 (1H, m) , 7. 21 (1H, t, J = 7. 8Hz) , 7. 27 ( 
1H, s) , 7. 88 (1H, d, J = 7. 8Hz) , 9. 28 (1H, d, J 
= 7. 8Hz), 10. 2 (1H, br s) , 11. 6 (1H, s) , 1 2 
. 9 (1H, s) . 
ma s s I 4 9 0 (M+ 1 ) +. 



mmm 6 1 

Tie^:[6 i] : 



miiE# 2003-3097974 



m 2 0 0 2 - 3 ' 



1 3 5 8 8 



: 185/ 



[0 6 4 5] 
[ft2 3 6] 




H r^- i n 



[6 1] 
[0 6 4 6] 

[0 6 4 7] 

mmmii- (n) &im;»Ji- (6) <D^m-m^ mmm5i- (2 

) ^ft^frfc^^v^T^-Mfcl Omg (19/zmol) i:7-b5T5># 
[A-2 2]^<b. 7-fe^#-e^>^B^k^[6 1] SmgZm&mfot Lt# 

[0 6 4 8] 

-hffi5£[6 l]l?^£*L;Mt^<7)*^ ^JAT^^-to 
1H-NMR ( DMS0-d 6 ) $ *. 1 • 2 1 — 1. 2 3 (1H, m) , 1. 3 
8 — 1. 5 6 (1H, m) , 1. 6 1 — 1. 9 5 (6H, m) , 2. 0 1-2. 
10 (2H, m) , 2. 9 5-3. 2 0 (1 H, m) , 3. 2 0-3. 5 6 (5 
H, m) , 3. 5 6-3. 8 0 (2 H, m) , 4. 02-4. 10 (2H, m) 
4. 18 — 4. 24 (2H, m) , 4. 24-4. 41 (2H, m) , 6 . 9 
7 — 7. 0 4 (1H, m) , 7. 1 5 — 7. 4 0 (2H, m) , 7. 8 5 — 7. 
86 (1H, m) , 9. 2 4-9. 2 5 (1 H, m) , 1 1 . 2 (1H, br 
s) , 1 1. 6 (1H, s) , 1 2. 8 — 1 2. 9 (1H, m) . 
m a s s : 4 9 0 (M+ 1 ) +. 



■mm 6 2 



ffiiE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ ^-v : 186/ 



Tffi5£[6 2] : 

[0 6 4 9] 
[4fc2 3 7] 




[0 6 5 0] 
[0 6 5 1] 

^i&f!iii- (i7) ^mmmi- (6) o^^ct, ^wjsi- ( 

2) t# ?) ^L/:^ > v ^ 7 ^ ^ - 1' 0 m g ( 1 9 // m o 1 ) h7-b^75> 
#[A-2 5]^f», 7-t<#-e*^@fiMfc^[6 2] 7mg?:iife@#a 

[0 6 5 2] 

iH-NMR ( DMSO-d 6 ) * : 1. 12 — 1. 2 4 ( 1 H, m) , 1. 6 

6 — 1. 74 (1H, m) , 1. 7 8 — 1. 9 6 (6 H, m) , 2. 00-2. 

07 (2H, m) , 2. 17 — 2. 26 (1H, m) , 2. 6 7 — 2. 8 7 (2 
H, m) , 3. 2 0 (3H, s) , 3. 6 1 — 3. 8 1 (4H, m) , 4. 0 6 
-4. 09 (2H, m) , 4. 2 2-4. 2 5 (2 H, m) , 4. 33-4. 3 
6 (2H, m) , 6. 98 ( 1 H, s) , 7. 19 (1H, t, J=7. 8Hz 
) , 7. 34 (1H, s) , 7. 86 (1H, d, J = 7. 8Hz) , 9. 26 

(1H, d, J =7. 8Hz) , 10. 6 (1H, br s) , 11. 6(1 
H, s) , 12. 9 (1H, s) . 
ma s s : 5 0 4 (M+ 1 ) +. 



ffiiE# 2003-3097974 



■m 2 0 0 2 - 3 1 3 5 8 8 ^ ^- v : 187/ 



^*&09 6 3 
TI2^:[6 3] : 

[0 6 5 3] 
Mb 2 3 8] 




H [6 3] 



[0 6 5 4] 
[0 6 5 5] 

mama- ii7) Rrrmmi - (6) o^cic rnmns2- (2 

) t#l5li^>'»T;V3-^10mg (19//mol) t7-b^7^# 
[0 6 5 6] 

±185*; [6 3]T^£*LMfc^4>*^ h;VT*-^«:J^T^i- 0 
lH-NMR ( DMS 0- d 6 ) ^ : 1 • 4 0 — 2. 0 0 (1 0H, m) , 2. 
0 0 _2. 12 (2H, m) , 2. 8 2 — 3. 1 8 ( 2 H, m) , 3 . 4 0 ( 3 
H, s) , 3. 7 7 — 3. 8 8 (2 H, m) , 4. 02 — 4. 10 (2H, m) 
, 4. 1 1— 4. 4 0 (4 H, m) , 4. 6 6 — 4. 7 3 (1 H, m) , 7. 0 
1-7. 07 (1H, m) , 7. 18 — 7. 24 (2H, m) , 7. 88 (1H 
, d, J = 7. 8Hz), 9. 28 (1H, d, J=7. 8Hz), 9. 96 

(lH.br s) , 1 1. 6 (1H, s) , 1 2. 9 (1H, s) . 
ma s s : 5 0 4 (M+ 1 ) +. 



{HSE# 2003-3097974 




■m 2002-31358 8. 



: 188/ 



mmm 6 4 

Tia^;[6 4] : 



[0 6 5 7] 
[ft 2 3 9] 




H [64] 
[0 6 5 8] 

[0 6 5 9] 

31*6011 1- (17) RTfmmWl- (6) ^8609 5 1- (2 

) tH?>*iM>y>7^3-)l/#l Omg (19^mol) t 4 , 4-v7^ 
tD^') v>j&*P>, @fiMfc^[6 4] 8mgtI«feSflttl/t^o 

[0 6 6 0] 

JLIB^[6 4 3-^StLMt^O*^? f;vf-^*^Ti:^to 
lH-NMR ( DMSO-d 6 ) * : 1. 81 — 1. 96 (4H, m) , 2. 0 
3-2. 10 (2H, m) , 2. 2 5 — 2. 4 5 (2 H, m) , 2. 45 — 2. 
5 6 (2H, m) , 3. 1 8 — 3. 2 9 (4H, m) , 4. 0 5 — 4. 11(2 
H, m) , 4. 25-4. 31 (2H, m) , 4. 4 4-4. 7 3 (2H, m) 
, 7. 01 (1H, s) , 7. 21 (1H, t, J = 7. 8Hz) , 7. 32 ( 
1H, s) , 7. 88 (1H, d, J = 7. 8Hz) , 9. 27 ( 1 H, d, J 
= 7. 8Hz), 11.0 (1H, b r s ) , 1 1 . 6 ( 1 H, s ) , 1 2 
. 9 (1 H, s) . 
m a s s : 4 .9 6 (M+ 1 ) +. 



ffiSE# 2003-3097974 



[0 2002-313588 



^-v : 189/ 



mmm 6 5 

Tlfi^:[6 5] : 

[0 6 6 1] 

Ut2 4 0] 




H [6 5] 



[0 6 6 2] 
[0 6 6 3] 

mmmi i- (i 7) &im«!ii- (6) <Dum-m£, mmms i- (2 

[0 6 6 4] 

1H-NMR ( DMSO-d6) * : 1- 8 ° — 2 • 0 0 ( 4 H, m) , 2 . 0 
1-2. 20 (6H, m) , 3. 0 2 — 3. 3 5 (4H, m) , 4. 05 — 4. 
09 (2H, m) , 4. 2 5 — 4. 2 9 (2 H, m) , 4. 3 0 — 4. 4 4 (2 
H, m), 4. 92-5. 08 (1 H, m), 7. 03 (1H, s) , 7. 21 
(1H, t, J=7. 8Hz) ; 7. 32 (1H, s), 7. 88 (1H, d, 
J = 7. 8Hz), 9. 27 (1H, d, J = 7. 8Hz), 10. 6 (1H 
, b r s) , 1 1. 6 (1 H, s) , 1 2. 9 (1 H, s) . 
ma s s : 4 7 8 (M+ 1 ) +. 



{±ilE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A ^- v *. 190/ 



mm 6 6 

TfB5£[6 6] : 

[0 6 6 5] 
Mb 2 4 1] 




[0 6 6 6] 



[0 6 6 7] 

mmmi i- (i 7) zur^aim- (6) ^i:*tt, ^was i- ( 

2) tH^tl^^O^^T^^-^l Omg ( 1 9 fx m o 1 ) t yxf jl/7 5 
[0 6 6 8] 

±fB5£[6 6]^£*L&<t£-t/<£>*^ h^r-^fc&Tfc^to 

iH-NMR (DMSO-d 6 ) * : 1. 25 (6H, t, J =7. 5 Hz) , 
1. 8 2 — 1. 9 3 (4H, m) , 2. 00-2. 10 (2H, m) . 3. 06 
— 3. 2 3 (4H, m) , 4. 0 5 — 4. 11 (2H, m) , 4. 2 4 — 4. 3 
0 (2H, m) , 4. 3 7 — 4. 4 0 (2H, m) , 7. 03 (1H, s) , 7 
. 22 (1H, t, J = 7. 8Hz), 7. 24 (1H, s), 7. 88 (1H 
, d, J=7. 8Hz) , 9. 28 (1H, d, J = 7. 8Hz) , 9. 94 

(1H, b r s) , 1 1. 6 (1H, s) , 1 2. 9 (1H, s) . 
m a s s : 4 4 8 (M+ 1 ) +. 



mmm 6 i 

TfB:£[6 7] : 



miE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A 191/ 



[0 6 6 9] 
Mb 2 4 2] 



Me 




[0 6 7 0] 
[0 6 7 1] 

HJfef!)4 3^^^tpC^ iM4 9- (2) X^hfitzy ^mm3 0 m 
g (5 1/^mol) 7-t5*-e*4IW^[6 7] 8. lmg« 



[0 6 7 2] 

_hfB5£[6 7]T^£*LMfc£i^4>;*^? h;Vf-^^Ti^to 
1H-NMR (DMSO-d6) $ 1. 14 (3H, d, J = 6. 3Hz ) , 
1. 7 6- 1. 8 6 (4H, m) , 2. 0 8 — 2. 2 8 (2 H, m) , 2. 84 

(3H, d, J = 4. 8Hz ) 3. 13—3. 29 (4H, m) , 3. 40- 
3. 60 (2H, m), 3. 99-4. 10 (2H, m), 4. 10-4. 17 

(1H, m) , 4. 3 8-4. 4 5 (1 H, m) , 4. 6 0-4. 6 6 (1 H, 
m) , 6. 3 3 (1H, s) , 6. 8 8 (1H, s) 7. 2 1 (1H, t, J = 
7. 8Hz) , 7. 75 (1H, d, J=7. 8Hz) , 8. 98 (1H, d, 
J=7. 8Hz), 10. 6 (1H, br s), 11. 0 (1H, s), 1 
2 . 5 ( 1 H, s) . 
ma s s I 4 7 5 (M+ 1 ) +. 



ffiiE#2 003-3097974 



12 0 0 2-3 1 3 5 8 8 A ^- v : 192/ 



mm 6 8 

TfB5£[6 8] : 

[0 6 7 3] 
Hfc2 4 3] 



Me 




[0 6 7 4] 
[0 6 7 5] 

mmm4 3v>jf&i-mz> ^«U4 9- (2) h^tz^^^ mm 20m 

g (34/imol) 9-fe^#-e**BW > fb^[6 8] 11 

[0 6 7 6] 

iH-NMR (DMS0-d6) * : 1. 14 (3H, d, J = 6. 0Hz ) , 
1. 7 1-1. 86 (4H, m), 2. 06 — 2. 27 (2 H, m) , 3. 17 
— 3. 31 (4H, m) , 3. 7 5-3. 8 0 (4 H, m) , 4. 01-4. 1 
7 (1H, m) , 4. 3 7-4. 4 3 (1 H, m) , 4. 5 8-4. 6 4 (1 H 
, m) , 6. 28 (1H, s) , 6. 80 (1H, s) , 7. 19 ( 1 H, t, 
J = 7. 8Hz) , 7. 73 (1H, d, J = 7. 8Hz) , 8. 96 (1H, 
d, J = 7. 8Hz), 11. 0 (1H, s), 12. 4 (1H, s). 
ma s s : 4 6 2 (M+ 1) +. 



WfiE# 2003-3097974 



12002-313588 



^- v : 193/ 



mwn 6 9 

TIB^:[6 9] : 

[0 6 7 7] 
Ut2 4 4] 



Me. 




[0 6 7 8] 
[0 6 7 9] 

Hlfc$|4 3^St:$C, ^»J4 9- (2) t!#f»^7-fe$»2 0m 
g (34/<mol) t^V^^?>, 7-b^Wa»^[6 9] 11 

[0 6 8 0] 

_tfB5£[6 9]T^£*L;Mb^<7>*^ h;vf-*-^^mTC^i- 0 
1H-NMR ( DMSO-de) 9 11. 14 (3H, d, J =6. 3Hz ) , 
1. 7 3 - 1. 8 7 (6 H, m) , 2. 0 6 — 2. 2 8 (4 H, m) , 2. 72 
— 2. 85 (2H, m) , 3. 12-3. 36 (2H, m) , 4. 01-4. 1 
8 (3H, m) , 4. 3 8-4. 4 5 (1 H, m) , 4. 5 3-4. 6 5 (1 H 
, m ) , 6. 32 (1H, s) , 6. 88 ( 1 H, s) , 7. 21 (1H, t, 
J = 7. 8Hz) , 7. 75 (1H, d, J = 7. 8Hz) , 8. 98 (1H, 
d, J = 7. 8Hz), 10. 6 (1H, br s) , 1 1. 0 (1H, s) 
, 12. 5 ( 1 H, s) . 
ma s s : 4 6 0 (M+ 1 ) +. 



ffifE# 2003-3097974 



|fK 2002-313588 ^ ^-v : 194/ 



fHWU 7 0 

TfB5*;[7 o] : 



[0 6 8 1] 
[ft 2 4 5] 




[0 6 8 2] 

(l) 

[0 6 8 3] 
Mb 2 4 6] 



[0 6 8 4] 

H»J 4 8 - ( 1 ) <7)m§&B.&'T?$>Z>* fls^WLfrB 2mg ( 1 9 0 fi m o 1 
) fcfc KD^y^75>MA-3 0]98mg (2 8 2yumo 1) 
1 - ( 2 ) O^fetcti -iilS t: Kn^->^7 5 K# 7 1 m g fc&JIfeflMfcW 
2: Ltftfc, 




OTBS 



[0 6 8 5] 



ffiSE# 2003-3097974 




^-v: 195/ 



[0 6 8 6] 

mmmi 5- (4) wmtrnK. ±m d) -eii^f^Ka^y^^ k 

#7 lmg (8 O^mo 1) frb, ±153 V^t/n Omg£ 



(3) 

[0 6 8 7] 
[ft2 4 8] 




[0 6 8 8] 

**W1- (4) ~ (6) (D-Xm-mt. ±IB (2) -C#f>^3-^>VM 
VWo>#4 0mg^ @6Mfc^[7 0] 9mg^«fe@^U#^ 



[0 6 8 9] 

±ffi5£[7 0]T^£ftMb£-^*^ YfrT-tZVXTKTF-fo 
iH-NMR ( DMSO-d 6 ) 8:1. 8 2 (4H, m) , 2. 0 5 (2H, 
m) , 4. 05 (2H, m) , 4. 20 (2H, m) , 6 . 9 1 (2H, m) , 

7. 44 (2H, m) , 7. 87 (1H, dd, J = 7. 6Hz) , 9. 05 ( 

1H, d=7. 6Hz) , 12. 6 (1H, s) . 



JUfiE# 2003-3097974 



2002-313588 



^-v: 196/ 



m a s s : 3 6 4 (M+ 1 ) +. 



mmm 1 1 

Tffi^[7 1] : 

[0 6 9 0] 
Mb 2 4 9] 




[0 6 9 2] 

$mM4S- (1) Offl*Sft-e*S*M>»fr7 1 lmg (1. 2 7mm 
oi) fct K?y>#[A-3 l]576mg (1. 6 5 mm o 1) ^ifctffl 
4 8 O^lCtS a Wit&M 7 1] 8 4 m g UT# fe D 

[0 6 9 3] 

±fB:&[7 llT-^tiMt^?)*^ MVr'-^Sr&T^-to 
iH-NMR ( DMSO-d6) 5 I 3. 0 0 (3H, b r s) , 3. 5 5- 
3. 75 (2H, m) , 4. 2 0-4. 6 5 (6 H, m) , 6. 93 (1H, d 
, J = 7. 5Hz) , 6. 98 (1H, d, J = 7. 5Hz) , 7. 26 (1H 
, d, J=7. 5Hz) , 7. 53 (1H, t, J=7. 5Hz) , 7. 87 ( 
1H, d, J = 7. 5Hz), 9. 24 (1H, d, J = 7. 5Hz), 9. 7 
8 (1H, b r s) , 11. 5 (1H, br s ) , 1 2 . 8 ( 1 H, s ) . 
m a s s : 3 7 8 (M+ 1 ) +. 



£BfE# 2003-3097974 



2002-313588 



s<-V: 197/ 



Tis^:[7 2] : 

[0 6 9 4] 
[ft 2 5 0] 




[0 6 9 5] 

(1) 

[0 6 9 6] 

Hfc 2 5 1] 

Me. 



OH 




[0 6 9 7] 

8- (1) <D&%:B.nX"$>Z>*)\'tf>&&2 8 7mg (0. 5 0mm 
o 1) t7-t^^K7^^[A-2 1]^S>> (1) ~ (3) 



(2) 



[0 6 9 8] 



ffiiE# 2003-3097974 




V ! 198/ 



[0 6 9 9] 

_bfS (1) X^h^ifzyt<i^-t~)^3 7 Omg (0. 7 0 5mmol ) 
^tV7tFn77>10mL Kfeffi LT> MS-M 1 NTXm^bf- h 'J V AtK» 
f lmLJ:3 5 %^;WJ >7kv#i£ 2 . 5 m L *Mz.tz 0 MM.X^mWLfz^ 
, »5>*t/iRje#«[* 5 0tt:t2 l$m*#L;fco -wR£>l^ifii:Il, ft 

^->7A«U aaULfc^ *EE*»&U Jifa^-fcS HJ*-;Wfc3 6 6m 
(3) 

[0 7 0 0] 
Mfc 2 5 3] 



Me 




[0 7 0 1] 

Jiffi (2) X^hfttzy^^ \> V*-;H$5 5m g (0. 1 0 mm o 1 ) * h 
^x>3mLl:j§IU Sfc&O. SmLiSi^tinij v>0. 3mL*flnx., 5 



ffi|E# 2003-3097974 



2 002-313588 ^ • 199/ 



(4) 

[0 7 0 2] 
[ft 2 5 4] 



Me 




[0 7 0 3] 

±ia (3) t*#<btL^9-b<^>^T5>#l Omg (17/zmol) 

. nam- (5) ~ (e) num-mc. n^i?**i»ft««[7 2] 
5 m g zn&mteto t Lxmtz 0 



[0 7 0 4] 

±ia^[7 2]-e^$*t*ft^%<o^^^ h^f-^taTc^to 

1H-NMR (DMSO-d 6 ) £ 1 . 20 (3H, d, J = 6. 5Hz), 
1. 3 0- 1. 5 0 (2 H, m) , 1. 80-2. 10 (7H, m) , 2. 20 
-2. 40 (1H, m) , 3. 0 2 -3. 2 5 (2 H, m) , 3. 30-3. 4 
2 (1H, m) , 3. 4 2-3. 5 5 (1 H, m) , 4. 00-4. 10 (2H 
, m) , 4. 3 0-4. 5 0 (3 H, m) , 7. 23 (1H, d , J = 8. OH 
z) , 7. 25 (1H, t, J = 8. 0Hz) , 7. 87 (1H, d, J = 8. 
0Hz) , 7. 88 (1H, d, J=8. 0Hz) , 9. 20 (1H, d, J = 
8. 0Hz), 10. 50-10. 60 (1 H, m) , 10. 84 (1 H, s) 
, 12. 94 (1H, s). 
ma s s I 4 6 0 (M+ 1 ) +. 



mgE# 2003-3097974 



2002-313588 



^-v>*: 200/ 



mm 7 3 

Tffi:£[7 3] : 

[0 7 0 5] 
Hk2 5 5] 




[0 7 0 6] 
[0 7 0 7] 

Hifc$J7 2- (2) •C^6ilfc5't5> , J*-^5 5mg (0. 1 0 mm o 
1) t^'Jy>^^ HI»J7 2- (3) tsX&mMmi- (5) ~ (6) O 

[0 7 0 8] 

1H-NMR ( DMSO-d 6 ) S l 1. 19 (3H, d, J =6. 5 Hz) , 
1. 3 0- 1. 5 0 (2 H, m) , 1. 6 0-2. 0 5 (9H, m) , 2. 20 
-2. 38 (1H, m), 2. 80-2. 95 (1 H, m) , 2. 95-3. 1 
0 (1H, m), 3. 22-3. 32 (1 H, m), 3. 36-3. 46 (1H 
, m) , 4. 0 0-4. 0 5 (2 H, m) , 4. 3 0-4. 5 0 (3H, m) , 
7. 24 (1H, d, J = 8. 0Hz) , 7. 26 (1H, t, J=8. 0Hz 
), 7. 87 (1H, d, J = 8. 0Hz), 7. 93 (1H, d, J = 8. 0 
Hz), 9. 20 (1H, d, J=8. 0Hz) , 10. 15-10. 25 (1 
H, m) , 10. 84 (1H, s) , 12. 95 (1H, s) . 
ma s s : 4 7 4 (M+ 1 ) +. 



HifiE# 2003-3097974 



2002-313588 



^-■5>: 201/ 



7 4 

TfS^:[7 4] : 

[0 7 0 9] 
Ut2 5 61 




[0 7 10] 



(1) 



[0 7 11] 

Hfc 2 5 7] 




[0 7 12] 

mWsftmWiO 2/0 2 5 5 0f^'>7l/7 Y<D— (I I -d) 
CTftfcxf^ (2-7A/to-3-3-K7x-;V) W7*f-h2 1. 
5g (66. 8mmol) t 3 -- h n7x-l/>^7 < > 1 0 . 2g (66. 
6mmo 1) mmmi 1- (1) ^C2tC _tfB5--hn*y*^ 

i; >-2-*>'*:-LiB8--hn3r./3r"9-i; >-2-*>©S#*2 1. 6 g& 

(2) 

[0 7 13] 

2003-3097974 




v : 202/ 



SEM 



[0 7 14] 

±jb (i) x-nhfLtz5-^yu^y^v>-2-^yts-^hu^/^ 

^na>f;V2- (F'J^WJiW xW-f;H0. OmL (56. 3 
mmol) *JniU Sfcfc* yfc^TTK^b^h V-7A2. 30g (6 0%«lte* 
5 7. 3mmol) *lWx.fco »fc frfcfiU&*«*r£ffl."e 1 . 5B#W«#Lfc& 

f> *Lfe^tSH 4 N -Sfrfbjc^ 1,4- v it >mWL lOOmL^Dx.. ^ffi-C 

ib#iw*#u to^&»ju tfco fthtitz&m.zz'vur 

11.6 g<OSEM§I#m@#t LT#fco 



(3) 

[0 7 15] 
Hfc2 5 9] 




SEM 



[0 7 16] 

Jiffl (2) -C^btifzSEM&mfcl 1- 6g (2 1. 4mmol)^>i 
J&M14- (5) 0^t:$t:, Ji|B^x;v#8. 0 6gm@*i:tt# 



ffi|iE# 2003-3097974 



12002-313588 



^-v: 203/ 



(4) 

[0 7 17] 

Hfc2 6 0] 




SEM 



[0 7 18] 

±ffi (3) ts'&hKtzZ-TsT- frfel 91rag (0. 4 0 mm o 1 ) 
)V 1 0mLi:§IU |^5fnMbT>^-'>A7lc^2mLS.^m^l 1 0mg& 

^|2mL WW$fr 3 0 0 m g fcflqx. fco $ 5> K> - <&Rt£i&ifc* 2 0 #M*n& 
±fB7- 1 ; 1 6 8 m g LT'&fco 



(5) 

[0 7 19] 
[it 2 6 1] 




SEM 



[0 7 2 0] 

±15 (4) T?f#<b*tfc7-V 6 0g(3. 6 1mmol) 

U -tts^ P* 1 • 6 0 g **t^H*t LT#fc 



ffi|E# 2003-3097974 



2002-313588 



^-vl 204/ 



(6) 

[0 7 2 1] 
[4fc2 6 2] 




SEM 



[0 7 2 2] 

±m (5) ^h^tzM K7V Kfln. 60 g (3. 6 1mmol)^,i 
JfcWll- (1 2) <7)^tcmC, ±|B3--r>^V'jy >-#6 8 4mg5:ffe 



(7) 

[0 7 2 3] 
Ut2 6 3] 




[0 7 2 4] 

_tl5 (6) T?#5>*L*:3 V^V"; / >#1 Omg (24//mol) *N, 
N-^WM7^ Kl mLi:i»U 1, 5-^3- W^>5 0^L 
(3 4 0//raol) ^Pi, 10 0ti:t3. 5B#M«£#b*:o »fc*tfcE*&* 



miE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ ^-V I 205/ 



(8) 

[0 7 2 5] 
[<b2 6 4] 




H 

[0 7 2 6] 

_h|S (7) -C&btitzW[tifc2 . 5mg (5. l^mol) frh, MMm 1 - 
(6) ^Si:?fi:> gatKb£-%[7 4] 1. 8mgm@#tU#/: 0 

[0 7 2 7] 

_tfE5£[7 4]-e^^tL^^tJ<7>^^^ h^f*-^*iaT»w^i-o 
1H-NMR ( DMSO-d 6 ) d I 1. 6 2 (2H, m) , 1. 9 5 (4H, 
m) , 3. 20 (4H, m) , 7. 19 (1H, t, J = 7. 8Hz) , 7. 
2 0-7. 7 0 (4H, m) , 7. 86 (1H, d, J = 7. 8Hz) , 9. 1 
8 (1H, br), 12. 18 (1H, br), 12. 78 (1H, br). 
ma s s : 3 6 2 (M+ 1) +. 



mm 7 5 

Tie5£[7 5] : 

[0 7 2 8] 
Mb 2 6 5] 




mSE# 2003-3097974 



.^112 0 0 2-3 1 3 5 8 8 ^ ^-v : 206/ 

[0 7 2 9) 
[0 7 3 0] 

mum I - (1) •Cf*'b*tfc*^>|fM*3 Omg (4 5/<mol) t6-7 
^.^A^t;-;^^ Hifcffll- (2) ~~ (6) O^lcfCT:, BtfJ 
jfc^[7 5] 10mg^ffei»tLtiito 

[0 7 3 1] 

_tlB5£[7 5]T^£nMt£^<7>*^ h^r*-^*^TtC^i- 0 
1H-NMR (DM SO) d : 1 . 60-2. 00 (8H, m) , 3. 80-3 
. 90 (2H, m) , 4. 15-4. 30 (2H, m) , 6. 9 0-6. 9 8 ( 
2H, m) , 7. 4 3 - 7. 6 5 (2 H, m) , 8. 01 (1H, d, J = 7. 
6Hz),9. 51 (1H, d, J = 7. 8Hz), 12. 8 (1H, br s 
) • 

ma s s : 3 9 4 (M+ 1 ) +. 



mmn 1 6 

Tffi5£[7 6] : 

[0 7 3 2] 
[ft 2 6 6] 




H [7 6] 
[0 7 3 3] 

T^StL&ft^tf^J&c 
(1) 

[0 7 3 4] 



mtiE# 2003-3097974 



0 



2002-313588 A ^ : 207/ 



Mb 2 6 7] 




OMOM 



MeO N' 

[0 7 3 5] 

^iMl 1 - (3) "C&h frit* ^'^/H') ^ 5. OOg (11. lm 
mo 1) CON, N-v^fW^T5K7 5mLtl, 4-v*W>75m 
LC0?&£i#$^> yMV^nt>iWr/2. 90mL (16. 7mmol 
), > 'Jt^W5> 5. 98mL (13. 3 mm o 1 ) , RW? n n ex 
fijyi-^VO/^y^ATTTmg (1. 1 1 mm o 1 ) fcM&fclHIx. 

--eflKRU IMMjtfcA . 1 0 g im&mifct LXftito 



(2) 

[0 7 3 6] 
Hb2 6 8] 




[0 7 3 7] 

.lib ( i ) T^fc^fcaTfrfM . i o gfrb, umm 1 1 - ( 9 ) ~ (i6) 

JBiVmmil- (18) Sftft^*[7 6] 5 10mgm 



[0 7 3 8] 



ffifE# 2003-3097974 



2002-313588 ^ 



^-v I 208/ 



1H-NMR (DM SO) 5 : 1. 75-2. 40 (3 H, m) , 2. 40-2 
. 55 (1H, m) , 3. 0 0-3. 3 5 (2H, m) , 3. 5 0-3. 8 0 ( 
1H, m) , 3. 8 2-4. 3 5 (3 H, m) , 5. 3 4-5. 4 2 (1 H, m 
) , 6. 9 6-7. 2 7 (3 H, m) , 7. 4 9- 7. 5 6 (1 H, m) , 7. 
84 (1H, d, J = 7. 8Hz ) , 9. 20-9. 30 (1 H, m) , 11 
. 8-12. 0 (1H, m) , 12. 7-12. 8 (1H, m) . 
m a s s : 3 9 0 (M+ 1 ) +. 



nam 1 7 

TIS5£[7 7] : 

[0 7 3 9] 
Ut2 6 9] 




[0 7 4 0] 

(1) 

[0 7 4 1] 



mtiE# 2003-3097974 



ij^H 2002-313588 



^-v: 209/ 



Mb 2 7 0] 




.OH 



OSEM 



[0 7 4 2] 

HJfeflll- (1) t#P>tlJt*JWf>i#6 6 5mg (1. OOmmol) t 
5-fe5#-C*S[A-3 2]H, «^J1- (2) ~ (3) 0;fr&Ki£C. ±IS 
7-b^>^Vf7Vn>#l 77mg * Hrfeffb**® fc t X #/c 0 

(2) 

[0 7 4 3] 
Mb 2 7 1] 



[0 7 4 4] 

±15 (1) -e#t>^i7-b^>VM Vf 7V*n>#l 7 7mg (2 6 4 ^m 

o i) «t«H- (12) ~ d3) Rx/mmmi- (6) o^u* 

[0 7 4 5] 

±ffl5S[7 7]^£*t£'ffc^«>*^ \> *&Tfr7F'* 0 
1H-NMR (DMS O— dg) 5: 1. 78-1. 90 (1 H, m) , 1. 95 
-2. 04 (2H, m), 2. 61-2. 70 (2H, m) , 2. 85-2. 9 
2 (2H, m) , 4. 5 0-4. 5 8 (1 H, m) , 4. 7 0-4. 8 2 (2 H 




H 



fctJiE# 2003-3097974 



02002-313588 



^-v*. 210/ 



, m) , 7. 0 0-7. 0 2 (2H, m) , 7. 5 0- 7. 6 5 (2 H, m) , 
8. 05 (1H, d, J = 7. 3Hz) , 9. 01 (1H, d, J=6. 6Hz 
) , 1 2. 8 (1H, b r s) . 
ma s s : 3 9 2 (M+ 1) +. 



mm 7 8 

TfB5S;[7 8] : 

[0 7 4 6] 
[it2 7 2] 




H [7 8] 



[0 7 4 7] 
[0 7 4 8] 

%mM 14- (2) t#?)tL/^;vr/i#4 7 5mg (0. 64mmol) 
t*)ls*>T< K#[A-3-5]t5^, Iii3- (1) ~ (4) &tm»U6 
(DUm^mt. iWft^[7 8] 6mg£frfe@#£ L-C#7^ 0 

[0 7 4 9] 

±fB5£[7 8]T^$*L&lb^<7>*^ h/^-^fc&TKa^o 
1H-NMR (DMSO-d 6 ) 8 '. 2 . 30 — 4. 80 ( 1 1 H, m) , 7. 1 
0 (1H, s) , 7. 4 5- 7. 7 0 (2H, m) , 7. 9 7-8. 0 5 (1 H 
, m),9. 25-9. 32 (1H, m), 12. 9(1H, br s). 
m a s s : 4 7 3 (M+ 1 ) +. 



ffiSE# 2003-3097974 



m 



m 2002-313588 



TffisSCA-i] : 



[0 7 5 0] 
Hfc2 7 3] 



OTBS 




Br 



[A-l] 



[0 7 5 1] 

(1) 

[0 7 5 2] 
\it2 7 4] 



[0 7 5 3] 

2_ 7 5 /-3--fD7x7-il'77mg (0. 5 0 mm o 1 ) £N, N — 

y^Wil/AT^ K2mLtC»£U 4 6 8mg (1. 0 0 mm o 

1) t - rf JV^^ f ^ v !J ;V 9 0 m g (0. 6 0mmol) ^ttK^TI- 

*U iMflbfe*, *BE»*U ±RTBSfi«ftl4 0mg<:iftfe«ltt*k 



OTBS 




(2) 



[0 7 5 4] 



mfE# 2003-30979 



2002-313588 

Mb 2 7 5] 

OTBS 

H2N iix 

0 2 N-^^Br 

[0 7 5 5] 

_h|B (1) fHf>^;TBSfifl4 0mg (0. 5 0mmol) 
f/l/2mLtj|IU N-^ntnA^l^fU^Smg (0. 5 5mmol) 

(3) 

[0 7 5 6] 
Mb 2 7 6] 



OTBS 




[0 7 5 7] 

JlIB (2) -cnbtitz&mitfcl 6 5mg (0. 4 8mmol) *r>7tK 
D77>2raL U aftf^ffl^T 5 % 3 3 m g feiNx. fco S. 

]&&*7KafKe&Lt\ mia^T8B#ram#L^o wbixtzBLiBW.z*?^ 

jftL-CttSSt*lfe*U ilt^ESlLt, iMM[A-l] 1 5 lmg& 



tib^:[a-2] : 

[0 7 5 8] 



212/ 



i±iiE# 2003-3097974 



12002-313588 



^-v: 213/ 



Hfc2 7 7] 




C0 2 Me 



[A- 2] 



[0 7 5 9] 
[0 7 6 0] 

mWk'frmWO 2/0 2 5 5 0^>71/f KO-jB^: (I I — d) O^ftfcUS 
CXnfzx-J-fr (2-7JVtn-3-3-K7x-;v) t*VT*f-H0. 
0 g (3 1. lmmo 1 ) N, N-v^WM7^ Kl 0 OmLS^ 
^ 7-M 0 0mLt«l, Ri^ft b 'J A 7. 84g(93. 3 mm o 

ift-CMt'^^A (II) 75mg (3. 1 lmmo 1) JkXFl , 1' - ^ 
(y7i-^7-f /) 7xQ-b>l 85mg (3. 1 lmmo 1 ) Srimx-fc 
»S*rt*-«Mfclft«'t«ftUfc 0 £OB&«t7 0X;i:-C2l»lli»L*: 

A- 2] 2. 9 0gmi#iU#f:o 



###0 3 

TfB^[A-3-l]~[A-3-5] : 
[0 7 6 1] 



ffilE# 2003-3097974 



2002-313588 A ^- v I 214/ 



Mb 2 7 8] 




OTBS OTBS ^Me, OTBS 

^S-NH Me 





[0 7 6 2] 

IK2 7 9] 

Me OTBS ^ OTBS 




JS-NH 

0 2 N 

[A- 3 -5] 
[0 7 6 3] 

[0 7 6 4] 

**aMfcW&tt. 59 (8) 779 (2001) 1 - ( 

1) (D^mmC (R) -l-T^y-2--7°n^V-;K (S) -1-T5 
y_2-7 9 n^v-;w (R) - 2 -T 5 / - 1 -7"n/xv -;K (s) -2- 
T ^ i -^n;V-^ .2 /-McMLT. -€-*L-r*L*;v*- 

A-3-l]~~[A-3 - 5]%&1&LtZo 



Tia^:[A-4] : 

[0 7 6 5] 



mSE# 2003-3097974 



'^12 0 0 2-3 1 3 5 8 8 ^ ^-v : 215/ 

Mb 2 8 0] 
)\_/(R) 



.OTBS 

(S)\__/(R) [A- 4] 



[0 7 6 6] 

(1) 

[0 7 6 7] 
[ft 2 8 1] 

[0 7 6 8] 

J. Am. Chem. Soc, 9 9 (5) 1 6 2 5 (1 9 7 7 
) (D^X^^tz (1R, 3R) -3- (2' -tFn^vxf;v) 
✓O^y — Bull. Chem. Soc. Jpn., 57 ( 

7) 2019 (1984) <7)^&Kt£v^ _tfaTBS#£#£o 



(2) 

[0 7 6 9] 

[ft2 8 2] 

BzO/„. # /\ > ^^ OTBS 
3)\_V(*) 



(S) 

[0 7 7 0] 

_LfB (1) X*%b*itzTB Sfa9. 8 g (4 Ommo 1) £ b^>l 5 0m 
LKmML, 7K<tT, 8g (8 0mmo 1) . h>J7x-MX7 

r/21g (8 Ommo 1) . XlfT V*J* *#>W&***'a 4 0 % b 
»«t3 5mL (8 Ommo 1) fciDiU 7&§TX* 1 B#K^L^o »&*tfcRj£ 



ttilE# 2003-3097974 



0 2002-313588 ^ ^ • 216 / 



(3) 

[0 7 7 1] 

Hfc2 8 3] 

HO/„./\^s^ OTBS 
(S)\_7(R) 

[0 7 7 2] 

±IB (2) 4. 5g (12. 9 mm o 1 ) 

-;i/2 OmLl«U **T, TkB^ * A O 0 . 0 5M^/-« 
1 5 0mLeDi, ffi"ei 2B#H8H$Lfco »6 *LfcEJS«* t * 

A-c«iMk, aau ay**?**^ 

(4) 

[0 7 7 3] 
Mb 2 8 4] 

MsO/«./~\^-'' OTBS 
(S)V_/(R) 



[0 7 7 4] 

_tfg (3) -e#ibtt/cT;V=f-;V^5 6 6m g (2. 3 1mmol) &^nu 

*W10mLi:»iUMT, fijxwr/414^L (2. 9 7mm 

o 1) > yL\H9~s7sWi£—fr2 31/iL (2. 97mmol) 1 «fW 

ft£-^[A-4] 7 4 6mg«ffe«tU#/;« 



miE# 2003-3097974 



2002-313588 A : 217/ 



###15 

TIB^:[A-5] : 

[0 7 7 5] 
Ut2 8 5] 

(R)VJ(S) [A- 5] 

[0 7 7 6] 

(1) 

[0 7 7 7] 
Mb 2 8 6] 

HQ,..^N ) >^' OH 

(s) \_y (S) 

[0 7 7 8] 

J. Am. Chem. Soc. , 9 9 (5) 1 6 2 5 (1 9 7 7 

(2) 

[0 7 7 9] 
[ft 2 8 7] 

BzO»^/\.^^v^ OTBS 

[0 7 8 0] 

##^IJ4- (1) ~ (2) 02f*fcKigC, ±IS (1) -Z'&htltzVlT-^fr 
(3) 

[0 7 8 1] 



tbtiE# 2003-3097974 



0i2 002-313588 ^ ^~ V : 218/ 

[4fc2 8 8] 

{R)VJ(S) 

[0 7 8 2] 

±IB (2) -el|f)tL^> > /'fJi'f 4. 5g (12. 9mmo 1) Sr^nn* 
M8 0mLCliU zM$T\ iS»^;-^2 OmLiMfco »5>^R 



(4) 

[0 7 8 3] 
[ft 2 8 9] 

3zO*^/\..^\x- OMs 

(R)VJ(S) 

[0 7 8 4] 

##W4- (4) ^fe^CT, ±12 (3) ^*Lm3-«4l9 4 
mg (82 6/.mol)H, BttftfrfcLA- 5] 2 5 8mgt«ffe»«*fc 



##00 6 

Tia*[A-6] : 

[0 7 8 5] 
[ft 2 9 0] 

MsO«^/\,..^\^ OTBS 

[A- 6] 

[0 7 8 6] 



ttSffiE^F 2003-3097974 



2 0 0 2 -3 1 3 5 8 8 A ^~ v : 219/ 



[0 7 8 7] 

(3) ~ (4) tmrnvrnt^z*), ###>J5- (2) -e#<b*L£ 



###IJ7 

TIfi^:[A-7]: 

[0 7 8 8] 
[4b2 9 1] 
BzO«^\^ — OMs 

(R)\_y(R) [a- 7] 

[0 7 8 9] 

(1) 

[0 7 9 0] 

Mfc2 9 2] 

(R) ^ (K) 

[0 7 9 1] 

###!4- (1) -e#«btt/cTBS#4 g (16mmol) £^nu*;VA8 
OmLlC^L, b 'J iW5 > 3 . 4mL (2 1mmol)> 4-v^^V 
7^H'Vy>6 0 0mg (4. 3 mm o 1 ) . RVVLit'O 2 . 2mL 

(i 7mmo i) zmn, m.^3mmmwLtz 0 %hfrtzw.fcm-nM*%m 

(2) 

[0 7 9 2] 



fcBtiE# 2003-3097974 



I® 2 0 0 2 



- 3 1 *3 5 8 8 



^-v : 220/ 



[ft 2 9 3] 




[0 7 9 3] 

##«5- (3) ~ (4) <n*m-mc, _hffi (1) x^htitz^yVDv®. 

5 8 3mg (1. 6 8mmo 1) frb, EWit&®\.A- 7] 6 7 Omgl:ife 
###18 

TIfi^;[A-8] : 

[0 7 9 4] 
[ft2 9 4] 



[0 7 9 5] 

T^£*V&ft£-%<^f&° 
(1) 

[0 7 9 6] 
[ft2 9 5] 



[0 7 9 7] 

J. Chem. Soc. Perkin Trans. I, 20 2 
4 6 7 (1 9 9 6) ^##i:U^U(S) -A^rt>-l f 5-5**— 
;V29. 9g (2 5 3mmol) fcttfl: t -Wy7xS^'J ## 
#11- (1) O^ftteSfcT, JiIBTBDP S#8 8. 2gt*fe*tt*t^ 



OMs 




-8] 




'OTBDPS 



ffifE# 2003-3097974 




2002-313588 



^-v: 221/ 



(2) 



[0 7 9 8] 



[ft 2 9 6] 



OMs 




[0 7 9 9] 

##faj4- (4) ©^ttKiCr, ±« (l) t»6^TBDP S#5 3 5 
mg (1. 5mol) ^<b> SW^[A-8] 6 5 2m g *#SfeflMK*fc L 

##flJ9 

Tia^;[A-9] : 

[0 8 0 0] 
Mb 2 9 7] 



[0 8 0 1] 
[0 8 0 2] 

##W8 fcH8to*fiUCJ:!!K (R) -^-9->-l, 5 E 
AM&&»[A-9]*:#*:o 



1 0 

TfB5£[A-l 0] : 
[0 8 0 3] 



OMs 




OTBDPS [A— 9] 



tfjf£# 2003-3097974 



2002-313588 A : 2227 




(S) 

[0 8 0 4] 

(i) 

[0 8 0 5] 

[ft 2 9 9] 

OBz 

^-^OTBDPS 
[0 8 0 6] 

f#M7- (1) co^^C #fW8- (1) -C&&*LfcTBDPS#2 
g (5. 6mmo 1) J&>*>> ±|fi^>vM>M£2. 6 g ?riM» t U#f: 



(2) 

[0 8 0 7] 
[ft 3 0 0] 

OBz 

[0 8 0 8] 

±12 (1) -e# <b tifz^O VM 2 . 5g (5. 4mmol) ^ t b 7 t: K 

K0 7 7>itl 6mL^i, gift"? 2 R#H«H$Lfco #^*t£RJ£i&£^ 
fJPx-fJHOOmLtMU 0. 1M-'J>WI (pH6. 8) 

_tfST ;v a - JHfc 1 . 2 g fc&feftPtft^ Lt#f;o 



ffllE# 2003-3097974 



2002-313588 



223/ 



(3) 

[0 8 0 9] 



[ft 3 0 1] 

OBz 




[0 8 10] 

#*W4- (4) O^CiCt, ±IB (2) tH^/:T;Vn-^3 7 8 
mg (1. 7 0mmol) BflMMrttf[A- 1 0]*«fe»«*fc LT#* 

###J l l 
Tf2*[A- 11]: 
[0 8 11] 
[ft 3.0 2] 



[0 8 12] 

•C^$tL*ft^<^^o 

[0 8 13] 

J. Chem. Soc. Perkin Trans. I, 20 2 
4 6 7 (1 9 9 6) ^tfClt^Lfc (R) -^**T>- 1 , 
;v^<b, ##0H8- (1) ^ttWlO^^tt, BWft^[A-l 

l]*»fco 



1 2 

Tffi^tA- 12]: 
[0 8 14] 




"OMs [A- 11] 



ffifE# 2003-3097974 



2 002-313588 A 224/ 




.OTBS 

[A- 1 2] 
[0 8 15] 

"Cab'So ) 
(1) 

[0 8 16] 
[ft 3 0 4] 



Et0 2 C-^ N -^-C0 2 Et 
Alloc 



[0 8 17] 

J. Org. Chera. , 2 6 (5) 1 5 0 0 (1 9 6 1) £# 
#fc*j£Lfc~>*-2 f 5-v (x^y*;v**^) bfm;y^i0. 5g( 
4 9. lmmol)^ s 'iy>3 0raLt:I)IUMT, ^nnWJ;V8 

9g (7 3. 6mmol) SriJUx., 3 OfrWSfc^Lfco »&*LfcRj&»ifcfc* 

A^7^77^i:tHSU -hfBA 1 1 o c««#l 0. 6 g fc&fetttffc 



(2) 

[0 8 18] 
Mb 3 0 5] 

HCL * / V * .OH 




[0 8 19] 

JtfB (1) -C»e>*LfcA 1 1 o cVkmfcl 0. 6g (35. 4mmol)£-r 
f7fcFn77>l 7 0mLi:i)SU f l>7t Kn*7f 'Jf^3. 9 g ( 



ffiSEiRF 2003-3097974 



2002-313588 



1 7 7mmo 1) 2 U^o #&*LfcKJ&«fc* * ' -> 1 ' 

-;Wfc 5 . 5 g &&'fefdrtK ! l& t LT?#£o 



(3) 

[0 8 2 0] 
[It 3 0 6] 

HO \*yOTBS 
AUoc 

[0 8 2 1] 

±© (2) -C»fc*t;fcy*->M£5. 5g (2 5. 5mmol)**nn** 
A2 5 0mLi:»iU h'jxW5>4. lmL (3 Ommo 1) , ffi<b t 
-yW^f;VvU;H. 0g (2 5. 5mmo l) , 1^4-yVW5 
/tfVv>9 4 Omg (7. 7mmol) *Jn*.. 2 fttHtt& Lfc. 

*LfcRJSifcfcMr**JlliU ^nn**AifJWlU. «W*<MD«t*^* 

*W7A^7h^7^t:tiiU ±fBi7*5TBS#3. 5 g 



(4) 

[0 8 2 2] 
HK3 0 7] 

MsooTk/ OTBS 

Alloc 
[0 8 2 3] 

##>&nj4- (4) O^SfeWSCT. JilB (3) ■C#&*Lfc<ffc*W3. 5g (1 
1. 5mmol)H, l«ft«[A-l2] 4. 6gS:iM»ttt# 



ttiSEJRF 2003-30979 




2002-313588 



^-v: 226/ 



1 3 



[0 8 2 4] 



Mfc3 0 8] 



OMs 




>TBS 



[A- 1 3] 



[0 8 2 5] 

(1) 

[0 8 2 6] 
Hfc 3 0 9] 



[0 8 2 7] 

J. Org. Chem., 3 5 (7) 2 3 6 8 (1 9 7 0) 
#lcLT#<b*Lfcv*-4-t Kn^y^f;Vy^DA^t/-^6 0 lmg ( 
4. 6 2mmol)H, ##^J 1 2 - (3) O^Kit, _h|STBS#9 9 
5 m g *4tefettM** Lt^, 



OH 




OTBS 



(2) 



[0 8 2 8] 



tflfiE# 2003-3097974 
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^-v: 227/ 



[its 1 0] 



o 




[0 8 2 9] 

±U CD -C#«b*LfcTB Sfa4 89mg (2. OOmmol) tY 'J^f^ 
7 = >l. llmL (8. OOmmol) i^fM^ + yK5mLC»» 
U MT^tHf ftif tf'J ^>M6 3 7 m g (4. OOmmol) 

20) ^^fa^7KT-)n^?#-b^o it 

SO Lfcfc, MEM U _h|B^ b >#4 4 4 m g Sr*frfe*lM*W t LTft/i. 
(3) 

[0 8 3 0] 



[ft 3 1 1] 

OH 




[0 8 3 1] 

JJB (2) -C#<btL7t^ h>fla 2 lmg (1 6 O^mo 1) ^rf5li Kn 
75V3mLi:»iU -6 StCtlM-if^'Jf^^ > U - t -"7*h*~> 
7jK-^A(?)f f7HKn77>M7 5 0//L (7 5 0 /zmol) *iTl 



ttiSE#2 003-3097974 




2002-313588 



[0 8 3 2] 



Mb 3 1 2] 



OMs 




[0 8 3 3] 

##£04- (4) (D-fimizmtX, ±IB (3) t#f)^:h7^7;V3-;V 
ft:5 1 8mg (2. 1 2 mm o 1) frb. B«ft^»[A-l 3] 6 5 9mg£ 

##0fl 1 4 
TIB*[A-1 4] : 
[0 8 3 4] 
[ft 3 1 3] 



[0 8 3 5] 

(1) 

[0 8 3 6] 
[ft 3 1 4] 



[0 8 3 7] 

(r) - (-) -ij**-*5. OOg (33. 3mmol) ON, N-S?^ 




TBDPSO- 




OAc OAc 



ffi|E# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 ^ : 229/ 



;V*;VA7U1ltl0mLt:> 0W^V*-^4. 50 g (6 6. 6mm 
o 1) Rt^fct -yf^^7xi^>U^9. 07mL (34. 8mmol) 

iftfil Lfco # ^> ftfcJMEfc: fcf 'J v > 3 0 m L RtfflfcJcINR 1 0 m L 4: Jnx.£zaK 

U JJBTBDPSfiMKfla 2. 3g*$«fel#iLT^, 
(2) 

[0 8 3 8] 
[ft 3 1 5] 



[0 8 3 9] 

±M (1) -e#«btLfcTBDP S#^ffcl 1 g (2 1. 4mmol) W 

;v^^;v^>7>2 2mL (2 1 5 mm o 1) Rtf^a/W h 9 iJ)V^=-)Vl 
. 0g (2. 9 2mmo 1) fcHtf-fco Saj:t-ft«»Ufc^ »fc*LfcEJ& 

7 g^f^@#tLt#^o 
(3) 

[0 8 4 0] 




OAc OAc 



tBBE# 2003-3097974 



0 2002-313588 



^-v! 230/ 



Mfc3 1 6] 



TBDPSi 




ODMTrt 



OAc OAc 



[0 8 4 1] 

_LIS (2) T°# h fLtz T ;V 3 - 1 . OOg (2. 0 5mmo 1) O&ft* 
fl/>10mLi»:> 0t)t4'Jxf;i/7r/8 6 0 J «L (6. 15mmol 
) . i&lt 4 , 4' -y>f^'>FVf^6 9 2mg (780^mol) &tM - 
i/^f;V7?yt''Jy>2 5 1mg (2. 0 5 mm o 1 ). Lfctf s 5>fln*.fc 

*7A^n7f^77-f --CflMttU Jtffi h 'J 7 6 5mg^ffelft 

(4) 

[0 8 4 2] 
[lfc3 1 7] 



[0 8 4 3] 

###04- (3) _hfS (3) Til^tL^b 'Jf ^#7 1 lmg (2. 

0 5mmo 1) frb, _tfav:*-;M£5 1 lmg^^SWtLtUfco 




(5) 



[0 8 4 4] 



ffifiE# 2003-3097974 



12002-3 13588 



•^-y : 231/ 



[ft 3 1 8] 



TBDPSO. 



.ODMTrt 



[0 8 4 5] 

±15 (4) -C*# h fltz v * - ;W£ 5 llmg (720^mol) CO-r r7^F 
□ 77 1 OmLI*, 0 "C-e 6 0 %f*14*fSft^ r'J-)A116mg (2. 

9 Ommo 1) *ffl$l,*#btiax.tio WAKX 3 0 ^Ki#t, # 
P,tL«»:=Mf2 3 0//L (3. 0 2mmol) £Jjn;i. 
5#m**fcfc* 3^f^l7 0^L (2. 7 3mol) fciDx.. $<bKMi§. 



[0 8 4 7] 

_hfS (5) T?f# frfc yfi*-^ — h#5 8 5 m g ( 6 6 0 // m o 1 ) <£> 
MP 1 OmLK, mmWm^TX'imitYV'??-*'*** 6 O^L (1 

. 2 3mmol)St) f 2, 2 ' - T Vfcf* >f V 7^n~ > V ;V 2 4 m g ( 1 4 0 



[0 8 4 6] 



[ft 3 1 9] 




mSE# 2003-3097974 



2002-313588 




^-v: 232/ 



V*W5A^n7F^97-f-1?«*U JiKrt«*V7^>#3 6 7mg 
(7) 

[0 8 4 8] 
Hfc3 2 0] 
TBDPSO-^, ^ OH 



[0 8 4 9] 

±15 (6) -e'&hfrtzftU* V7 4 6 5mg (9 9 0 //mo 1 ) (D&it 

^fW/»jt3 0mLi:,-h^nn»»16 0mg (9 7 9 /zmol) 
fcinitfco a»KTjRl6»»<:2l*llia#Lfc. #&*Lfc»6**fcWr**ill 

(8) 

[0 8 5 0] 
[<t3 2 1] 



[0 8 5 1] 

±15 (7) -e#«c>tL^T;V3-;i/#l. 40g (3. 77mmol) *ff7 

jtt«7 0 0mg£inx.fco RJ&3&«:**fc1I&L"^ i*^ 1 5«PlB«^bfe 
o fcfc*LfcRJSifc*-te9'f b%»LT»»t*:8fc*U MLfciflBEaHtLfco 





ffiiE# 2003-3097974 



2002-313588 



233/ 



(9) 



[0 8 5 2] 



[ft 3 2 2] 



TBDPS< 



.OBz 



[0 8 5 3] 

##W7- (1) ^ftCfCt, _Lia (8) -C»fe*Lfc-r KD79> 
#4 0 2mg (1. OSmmol)^ ±B^>^*#4 2 lmgiife* 



[0 8 5 5] 

##^|J1 0- (2) ^tilCt, ±|S (9) Tl#<b*w^>vM;MM 2 
lmg (8 8 7 /imo ±fBT;vn-;V#4 0 2mg^tM«t 

(1 1) 

[0 8 5 6] 
[ft3 2 4] 



[0 8 5 7] 

±ia (10) •e#f>*if:T;V3-^#4 0 2mg!:yif ^-r;V5mLt: 
mffiL, ?mT, N, N-vMV^an>xWr/2 2 3 /zL (1. 2 8m 
mo 1 ) JkXfl&ik* * >^;V^-;V8 2 L (1. 0 6mmol) Srflnx.. 2 R# 



(1 0) 



[0 8 5 4] 



[ft 3 2 3] 





ffiSE# 2003-3097974 



12002-313588 



234/ 



r^tth'J^A115mg (1. 7 7mmol) fcflnx.* 8 0 *Ct? 1 2 B#Wlft 
-i:tiSL, BMt&tolA- 1 4] 8 1mg!:ifefl!lWtUllf:o 



##M 1 5 
Tffi^tA- 1 5] : 
[0 8 5 8] 
[ft 3 2 5] 

Jf > "\ [A- 1 5] 
[0 8 5 9] 

-e^SfrL&ft^o 

(1) 

[0 8 6 0] 
Mb 3 2 6] 

r> v 

TBDPSCT OH 

[0 8 6 1] 

Tetrahedron Lett., 2 6 (9) 1 1 8 5 (1 9 8 5 
) KftL^mmLtz^fr (3R, 5S) -3- (t-W7x-^>^ 



ffisE# 2003-3097974 



002-313588 ^ • 235 / 

**v) f >7t Kn-5-79-^T-fc^- V 1 1. 9g (2 9mrao 1) £ 
x-f *1 0 0mLi:##U **ftVf f ATA'^-^A 6 6 Omg (1. 7 
mmo 1) ***TfcTlOiU JWMrMfcT 1 WIWH*bfco W&frfcRJB 
ifcl-SM&Tte-CfllSW- V'J^Al 0tKS1^3 g SriPx. MM-T 2 B#TO# 

tz 0 u ±bi«w-*#9. 5 2 g**fe«n**fcL-c# 

fee 

(2) 

[0 8 6 2] 
Hb3 2 7] 

[0 8 6 3] 

##wi4- (11) Jits (1) -cf^fcmr^^^ 

#2. 5 0 g(6. 7 5mmo 1) frh, B»ft#«[A-l 5] 2. 2 7g^l 



1 6 

TfB*[A- 16]: 
[0 8 6 4] 
[it 3 2 8] 

^ id J HCI [A- 1 6] 
H 2 N — ' 

[0 8 6 5] 

(1) 

[0 8 6 6] 



ffi|iE# 2003-3097974 



2002-313588 



^-v: 236/ 



[it3 2 9] 



.OAc 



BocHN 



[0 8 6 7] 

EP 1 2 2 8 5 5 ^##^UT#e>^7t4-T-feh^vtf^ , J 1?>%0&SL1 
. 5g (8. 6mmol) N- #;W^- 

M. lg (6. 9mmol) £^ * / 2 0 m L Ltz a tK^T^T. 

i«»y7> Kn^^tt h')')A641mg (1 Ommo 1 ) 

(2) 

[0 8 6 8] 
[ft 3 3 0] 



[0 8 6 9] 

(1) -e#ibtL/iN-T;V^r^tr^i; v>#8 5 0 m g (3. Ommol) K 
Lfco »fc*tfc^ifc*^TifcttU lttft*«[A-16] 6 6 6mg£6 



#!) 1 7 

TfB5£[A- 17]: 

[0 8 7 0] 




ftSEW 2003-3097974 



# 



2 0 0 2-3 1 3 5 8 8 A ^ 237/ 



Ht3 3 1] 
NHAIIoc 
^—OTBS [A - 17] 

[0 8 7 1] 
[0 8 7 2] 

JP 0 4 1 1 7 3 6 1 ft#^CU^j£Lfc*^V>»7'^5. OOg 
(4 3. lmmo 1) <0?nn*;l/A5 OmLi:, (t-7'f ^v^f ^~>V 
;V3-*v) 7-bh7;VftK5. OOg (2 8. 6 mm o 1 ) =£rinx.. 1 5B#Ft5 

titzmm^ mtmm l . 0 2 g (7 5. Ommol) i:v7^nKD*-) 
ffpj^Al. 4 1 g (15 Ommo 1) ?M*/-;W#i&5 0 OmLfctUX- 

5 aW^[A-17] 5. 0 3g**Sfei^tt^ 




NHNHAIIoc ^ A 1 8 -' 



ffiSEijt 2003-3097974 



2002-313588 ^ ^- v I 238/ 



[0 8 7 5] 



[ft 3 3 3] 




[0 8 7 6] 

#f«10- (2) -e^ilfcKTBDPSfrl. 56g(7. 0 mm o 1 ) 
frh, #fil 3- (2) (D^mmCX, ±.UT)VrtYi*l. 5 1 g£«i 

(2) 

[0 8 7 7] 
[It 3 3 4] 



^y^^ NHNHAIIOC 

[0 8 7 8] 

m%mi7Kmtr. ±m o) -e#^^7;wK#i. 5i g (6. 9 

mol) frh, @Kl^t[A-18] 1. 3 3g«»a«» 



1 9 

TIB^tA- 19]: 
[0 8 7 9] 
[ft3 3 5] 




OBz 




[0 8 8 0] 

(1) 

[0 8 8 1] 



HiiE# 2003-3097974 



m 2002-313588 



s<-i? : 239/ 



[ft 3 3 6] 



OBz 




[0 8 8 2] 

###!I8- (l) RWWio- (l) ~ (2) 

#01 lOaJH^T'** (R) -^*^-l, 5— J**-^^ -t|B— *7 
(2) 

[0 8 8 3] 
[ft 3 3 7] 



OBZ 




NHNHAlloc 



[0 8 8 4] 

#*m s tvmomfcKzi* .hie (i) t?»e>*Lfe-»T^3-^fr*^ 



2 0 

Tta^:[A-2 o] : 

[0 8 8 5] 
[ft 3 3 8] 

^^~^OTBDPS 
H %HBoo [A- 2 0] 

[0 8 8 6] 

[0 8 8 7] 

J. Org. Chem. , 5 9 (2), 3 2 4 (1 9 9 4) 



{iifE# 2003-3097974 



12 0 0,2-3 1 3 5 8 8 



: 240/ 



0 Omg (1. 4 7mmo 1) J:*;My>it-Wl 9 4mg (1.4 7 
mmol) frb, 7 (D^mmCX , |6^[A-2 0] 3 3 5m 

2 1 

TIB^:[A-2 1] : 
[0 8 8 8] 
[ft3 3 9] 



NHNHBoc [A - 2 1 ] 
[0 8 8 9] 

[0 8 9 0] 

Tetrahedron Lett., 5 6 (8) 1 0 6 5 (2 0 0 0 
) <7)^^##tCbT^L^^h>^l 0. 8g (3 0. 4mmol)H 
, ##^IJ1 7^»iCT, @KJ^%[A-2 1] 7. 4 0g^tfe« 



2 2 

Tffi^[A-2 2] : 
[0 8 9 1] 
[<b3 4 0] 





[0 8 9 2] 



tBIE#2 003-3097974 



# 



12002-313588 A *• 241/ 



[0 8 9 3] 

3 - t Kn^y H'^'J i?>MS<^7-b ^#6 6 2 m g (4. 8 1 mm o 1 ) 
fc^mlRtfl. 4-y't^t>4mL<7)^«^IU 4 N;«tfltf- h 
U^A7K?#m3mL^JPx.^o i©»$M:3Iv-t-rf^l. 11 
mL (4. 8 lmmo 1) SrSn^o IiBT7^#L^^ #<btt/cRlD 

9 6 8mg^*fe»»J: LT#fCo 
[0 8 9 4] 

#^fcBocW9 6 8rag (4. 8 1 mm o 1 ) SrN. N— v^f-^* 
;VAT5 F5mLtC^tfcm, 3 -Mfc^ 4 4 9 ^ L (7. 2 2 mm o 1 ) 
£JPx., SM-^TCTtKM^HJ*^ 3 lmg (6 0%flM4, 5. 7 7 
ramol) fcUP^T, :«t'5^i#L/:o ^«b*L7cRj£^fj££Mi&K L 

;Vjc-x^#8 8 5mg^lM#HtH/: 0 
[0 8 9 5] 

#ib*Lfc^;l'^--rM£8 8 5mg^7nn*^A 5mLi:^HL/:f, 4 
N-mflS7KfStl, 4 -v ? ^^r^>^5mL*JPx.. IS^t 2P|^f#L^o 
#^tL^R)Sv#^Mffimilt-r. 7-^#T^&a&Mk^MA-2 2] 5 9 

6mgiawat#/;o 



2 3 

TI3^[A-2 3] : 
[0 8 9 6] 



tf}fiE# 2003-3097974 



if^M 2002-313588 



^-v I 242/ 



Hb3 4 1] 

HCl 

*™ [A- 2 3] 
<R) OMe 

[0 8 9 7] 
[0 8 9 8] 

^mn 2 tmm^mmzx.^)^ (r) -3-tKn^y^'jv>i» 



2 4 

T!fi:£[A-2 4] I 
[0 8 9 9] 

[ft 3 4 2] 

HCl 

hn C") 

^— £ [A— 2 4] 
. (S) 0 Me 

[0 9 0 0] 
[0 9 0 1] 

Tetrahedron Lett., 5 1 (2 1) 5 9 3 5 (1 9 9 
5) ©#tfcfcfl£v><frifcL.fc (S) -3-tKD^>^jr/H, ##^12 
2 fclsW^tf^J: 0. g»ft^W[A-2 4]*»fco 



2 5 

TIB^LA-2 5] : 
[0 9 0 2] 



miiE# 2003-3097974 



■tym 2002-313588 



243/ 



[ft 3 4 3] 



HCl 



HN 



'Me 



[A- 2 5] 



[0 9 0 3] 
[0 9 0 4] 

#f^ll2 2^^C, 3-tKD^^^Hi^y>5 6 9mg (4. 
9 4mmol) 07-bS#^<b, 9*5flft»*4Sttfli4«[A-2 5]' 352 



2 6 

TiB5£[A-2 6] : 
[0 9 0 5] 
Mb 3 4 4] 



[0 9 0 6] 

^StL&ft^t^^o 
[0 9 0 7] 

###!!2 2^i:iC, 2-t: Kn^>^f ;V^'Jy^7*^8 5 7 
mg (7. 4 4mmol) ^ 9*5flfC*4Ittft^»[A-2 6] 89 9 

##M 2 7 
TIB^CA-2 7] : 



HCl 




ffiliE# 2003-3097974 



2002-313588 A ^~* J : 2447 



[0 9 0 8] 
Hfc3 4 5] 

HCl 
HN ) 

OMe 

[0 9 0 9] 
[0 9 10] 

Heterocycle, 4 1 (9) 1 9 3 1 (1 9 9 5) 

j&tfc (r) - 2 -t Kn^vpt^-^tf^ 1 ; yy-frb* ###o 2 2 h mw.v>Wfe 

BBfl:tfl(l[A-2 7]4:ftfc. 




OMe 

[0 9 12] 

[0 9 13] 

Heterocycle, 4 1 (9) 1 9 3 1 (1 9 9 5) fc«v*fr 

j£L£ (s) - 2 -n KD^y^f^e^'j wfrb, 2 tmnomt 



###J 2 9 



ftffift 2003-3097974 




2002-313588 



^-v: 245/ 



TIfi^;[A-2 9] : 

[0 9 14] 
[ti:3 4 7] 



HCl 

HN V- OMe 



[A- 2 9] 



[0 9 15] 
[0 9 16] 

##^J2 2 0»it> 4-tKn^/t^'Jy>2 5 1mg (2. 4 8m 
mol) frh, 2 2 2mg!rllffe@{ULt#/Co 



3 0 

Tffi5£[A-3 0] : 
[0 9 17] 
Ut3 4 8] 



H [A- 3 0] 

[0918]' 

(1) 

[0 9 19] 
[ft3 4 9] 

H 

5 - t pD^y^>^t-^^fv^ 300mg (2. 56 mm o 1 ) tfM 9 
y-;^f lOmLi:, yT/h'JtiKn^^th^AnSmg (3. 0 
7mmo 1) £*nx.^o #<b tL/cRJS» s ^ p H 3 * * 7 - 




£UiE# 2003-3097974 



m 2002-313588 



^-v: 246/ 



(2) 

[0 9 2 0] 
Mb 3 5 0] 



[0 9 2 1] 

##001- (1) JJB (1) ^fe^KKn^rr/ft 

2 3 5mg (1. 9 7mmo 1) B«Kfrfrtt[A-3 0] 4 8 lmgtl 



##$13 1 

tis^:[a-3 i] : 

[0 9 2 2] 
[itS 5 1] 



[0 9 2 3] 

X'TFZtl&ik^Vl&J&o 
(1) 

[0 9 2 4] 
Mb 3 5 2] 





NHNHBoc 



[A- 3 1 ] 




ffiaE# 2003-3097974 



12 0 0 2-3 1 3 5 8 8 A 247/ 



[0 9 2 5] 

*Mr/it-W3 5 0mg (2. 6 5mmol) <Dlf'Jy>j|l5m 
LIC, 7fci&T\ :ttfb4-~ MfO-g^**'* — /U5 9 Omg (2. 65mmo 

»U »»ILfc&, iffllLT, JifB*;v*>fc K?^K#9 1 Omgtafe 
(2) 

[0 9 2 6] 
[ft 3 5 3] 



[0 9 2 7] 

( t -7f;Vj;^f^yiJjl/t^'» T"fe>7^ft K5 0 0// LfcN-^f 
;v ,_ 2 -t^ ;x^/-;V2 0 0//L^<b, 1 7<7)^lCiiC, ±IST ^ 

>#5 9 9mg^#/Co 

(3) 

[0 9 2 8] 
Ut3 5 4] 



[0 9 2 9] 

±|B ( 1 ) X^btttzXfr* >tK7^K#8 15mg ( 2 . 5 7 mm o 1 ) 
t±m (2) -C#tb*UtT^ >#5 9 9mg (2. 5 7mmol) #PJ 
4- (2) Oyj^^^C> _LfaN-T;i'*;i'*;i/*>t: K?S> K#l . 35g* 



Me 



OH 



TBSO' 




ffi8E# 2003-3097974 



2 002-313588 



^-v ! 248/ 



(4) 

[0 9 3 0] 

[ft 3 5 5 ] 

Me 

TBS O"^-^ N ^-"^ NHNHBoc 
[0 9 3 1] 

_Lf5 (3) ^W&*LfcN--T>Mr/l'*/l'*>fc K93> Kffl. 3 5 g^«b> 4 
hn^y^V^^^^^E^i^ti^M^, 5 9 (8) 
7 7 9 (2 0 0 1) O^^iiC. B^ft#^[A-3l] 5 7 6mg&fe 



##M 3 2 
TfS:£[A-3 2] : 
[0 9 3 2] 

[ft3 5 6] 

-OH 




NH 2 * HCI C A— 3 2 J 
[0 9 3 3] 

t?**o ) 

(1) 

[0 9 3 4] 
Mb 3 5 7] 

>° 

-N'H 




ffiliE# 2003-3097974 



2002-313588 



s<-i? : 249/ 



[0 9 3 5] 

2-7fev^n[2.2.l]^7'h- $ -juy - 3 >V>7 . 1 2 g 

(10. 2mmol) ®x^-;«2 0mLC> 10%/^v^AR^25 

mat Lxmzo 

(2) 

[0 9 3 6] 
Ut3 5 8] 



[0 9 3 7] 

±|S (1) -e#«btL^^-t^S7C#l. 85g (16. 6mmol) Zi&it* 
^U^3 OmLtC^U OVKXmWLKtfb-jmV- 6 3 

g (16. 6mmo 1 ) ^f'JWT^ >6. OOmL (43. lmmol 
) ^ 4 _?j^^ )V7 5 y tf 1; v>3. 2 3 g (26. 4mmo 1 ) £3jnx^ 

, itaLfco iS^iETiiL, ±ffi^-lr^B o c«2. 2 4 g 

(3) 

[0 9 3 8] 

Mb 3 5 9] 

G0 2 Me 




Boc 




NHBoc 



ttiaE# 2003-3097974 
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# 



^-v I 250/ 



[0 9 3 9] 

±M (2) X% h %lfz 7-b5 B o c^Sl^l. 00g (4. 73mmol) £ 
^;-;V2 0mL»U 0X:i:ti#LmM*^A6 5 4mg ( 
4. 7 3mmo 1) £#nx.. M&KX 1 H#W*# Lfco #?>*LfeRJC&«E^*.S:Jn 

(4) 

[0 9 4 0] 
[ft 3 6 0] 



[0 9 4 1] 

JifB (3) -C'^ib^cv-fe^-x^T-^l. 00 g (4. llmmoDH 
. ##ffll2- (2) ^i:$t, 7-t5 7J^-«iWtU8 8 

4mg||f;o 
(5) 

[0 9 4 2] 
[ft 3 6 1] 



[0 9 4 3] 

±|B (4) X-nbfitz?^* T;vrr-;v#2 1 5mg (1. OOmmol) 
, ##^J16- (2) ?-t5#-C*«B«lft^*[A-3 2]*Jt 

LT 15 1 mgttfto 




NHBoc 




OH 



NH 2 # HCI 



tBHE# 2003-3097974 



002-313588 



s<-*J: 251/E 



[0 9 4 4] 



miiE# 2003-3097974 



2002-313588 



[Wife] nft* 




CD 



xi±, nh, sftM*o ; yi*. oftir-c*o ; m*. 4&v>l 

Bi. B 2 B n _i. RO'Bntt, BVfcfcfr&BlfcLT. CH. N 

, O * ^t?ab «5 ; 

B' i. B' 2 B' n -l> &^ B ' n*** LT, tK 

feMTfrZ-fr&teZ'e&t) B» i, B' 2 > • • • * B ' n- 

b £tfB' n <^^ B' i^B' i+2 ^Bi, B i+iXtfB i+2 fc*^ Xli, 
B' i^B' i+3 ^Bi, B i+ i, B i+ 2ROfBi43fc*^ C 5-6^ n 7^^ v 



fcBSE# 2003-3097 



0 0 2 - 3 1 3 5 8 8 ^ 



l/E 



#fFffiH<7)#-5§- #12 0 0 2- 3 1 3 5 8 8 

50201626954 

gg<g fF§3£*B^JiJ£ 0 0 9 4 

fpj&B spjSl 4^1 0^300 

<B5feflf# • ftiraflN&> 

BtffiB] ^14^10^290 



fchlE# 2 0 0 3 



-3097974 



mm 2002-313588 

lb m a m m m # 



:§=-{§• [000005072] 
l. MIE^E-B B 1 9 9 0^ 8JI 70 



Si 



